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We claim: 



1) A disubstituted amine of formula I 




where Ri is: 

(I) C1-C6 alk^l, optionally substituted with one, two or three substituents 
selected from the group consisting of C1-C3 alkyl, C1-C7 alkyl (optionally substituted 
with C1-C3 alkyl and C1-C3 alkd^y), -F, -CI, -Br, -I, -OH, 

-SH, -C=N, -CF3, C1-C3 alkoxy, -MRi. a Ri-b where Ri_ a and Ri-b are -H or Q-Ce alkyl, and 
-OC=0 NRi_ a Ri-b where Ri_ a and R^j, are as defined above, 

(II) -CH 2 -S(O) 0 -2-(C 



(IU) -CH 2 -CH 2 -S(O) 0 -2 
(IV) C 2 -C 6 alkenyl witff 



, 6 alkyl), 

>rifc or two double bonds, optionally substituted 
with one, two or three substituents selected Vrom the group consisting of -F, -CI, -OH, - 
SH, -C=N, -CF 3 , C1-C3 alkoxy, and -NRi_ a RA where R u and Ri_ b are -H or Ci-C 6 alkyl, 

(V) C 2 -Ce alkynyl with one or two triple bonds, optionally substituted with 
one, two or three substituents selected from the group consisting of -F, -CI, -OH, -SH, - 
C=N, -CF3, C1-C3 alkoxy, and -NRi_ a Ri_b where RA and Ri_ b are -H or C1-C6 alkyl, 

(VI) -(CH 2 ) n r(Ri-aryi) where nj is zeroW one and where Ri- ary i is phenyl, 
1-naphthyl, 2-naphthyl and indanyl, indenyl, dihydronaphthalyl, or tetralinyl optionally 
substituted with one, two, three, or four of the following Substituents on the aryl ring: 

(A) Ci-Ce alkyl optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkjd, -F, -CI, -Br, -I, -OH, -SH, 
-C=N, -CF3, C1-C3 alkoxy, and-NRi_ a Ri.b where Ri_ a and Ri_ b are as defined above, 
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(B) C2-C6 alkenyl with one or two double bonds, optionally 
substituted witftvone, two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH\-C=N, -CF 3 , C1-C3 alkoxy, -NRi. a Ri- b where Ri_ a and R,. b are -H or Q- 
C 6 alkyl, 

(C) C2-C6 alkynyl with one or two triple bonds, optionally 
substituted with one, twh or three substituents selected from the group consisting of -F, 
CI, -OH, -SH, -ON, -Cf\Ci-C 3 alkoxy, and -NRi- a Ri- b where R]_ a and Ri_ b are -H or C r 
C 6 alkyl, 

(D) -FX:i, -Br or -I, 

(F) -Ci-Ofi alkoxy optionally substituted with one, two, or three -F, 

(G) -NRn-2^n-3 where Rn-2 and Rn-3 are as defined below, 

(H) -OH, 

(I) -ON, 

(J) C3-C7 cyclo^Ucyl, optionally substituted with one, two or three 
substituents selected from the group consisting of -F, -CI, -OH, -SH, -C=N, -CF3, C1-C3 
alkoxy, and -NRi_ a Ri- b where Ri_ a and RA are -H or C1-C6 alkyl, 

(K)-CO-(Ci-C 4 alkW 



(L)-S0 2 -NR,. a Ri. b ^ 
(M)-CO-NRi_ a Ri. b 



\ef$ Ri_ a and Ri_ b are as defined above, 
Ri_ a and Ri_ b are as defined above, or 

(N)-S0 2 -(Ci-C 4 alkyl), 
(VII) -(CH2)ni-(Ri-heteroaryi) where §\ is as defined above and where Rj. 
heteroaryi is selected from the group consisting of: 

pyridinyl, 
pyrimidinyl, 
quinolinyl, 
benzothienyl, 
indolyl, 
indolinyl, 
pryidazinyl, 
pyrazinyl, 
isoquinolyl, 
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quinazolinyl, 
quinoxalinyl, 
phthalazinyl, 
imidazolyl, 
isoxazolyl, 
pyrazolyl, 
oxazolyl, 
iazolyl, 
iiMolizinyl, 
indazolyl, 
benzothiazolyl, 
benzimidazolyl, 
benzofunpiyl, 
furanyl, 
thienyl, 
pyrrolyl, 
oxadiazolyl, 
thiadiazolyl, 
triazolyl, 
tetrazolyl, 
oxazolopyridinyl, 
imidazopyridinyl, 
isothiazolyl, 
naphthyridinyl, 
cinnolinyl, 
carbazolyl, 
beta-carbolinyl, 
isochromanyl, 
chromanyl, 

tetrahydroisoquinolinyl, 
isoindolinyl, 
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!3 
«y 

ifi 



1*1 

a 



ir - 
III 



isobenzotetrahydrofliranyl, 
isobenzotetrahydrothienyl, 
isobenzothienyl, 
benzoxazolyl, 
pyridopyridinyl, 
\benzotetrahydrofuranyl, 
b^nzotetrahydrothienyl, 
prolyl, 
benzddioxolyl, 
triazin} 
phenoxa&nyl, 
phenothiaz^nyl, 
pteridinyl, 
benzothiazoly^ 
imidazopyridin^ 
imidazothiazolyl^ 
dihydrobenzisoxazfyyl, 
benzisoxazinyl, 
benzoxazinyl, 
dihydrobenzisothi^ziny^ 
benzopyranyl, 
benzothiopyranyl, 
coumarinyl, 
isocoumarinyl, 
chromonyl, 
chromanonyl, 
pyridinyl-N-oxide, 
tetrahydroquinolinyl 
dihydroquinolinyl 
dihydroquinolinonyl 
dihydroisoquinolinonyl 
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dihydrocoumarinyl 
dihydroisocoumarinyl 
isoindolinonyl 
benzodioxanyl 
benzoxazolinonyl 
pyrrolyl N-oxide, 
pyrimidinyl N-oxide, 
)yridazinyl N-oxide, 

razinyl N-oxide, 
qmtoolinyl N-oxide, 
indolyl N-oxide, 
indolinVl N-oxide, 
isoquinoWl N-oxide, 
quinazolin3(l N-oxide, 
quinoxalin} 
phthalazinyjlt^ckxide, 
imidazolyl jft-o&de, 
isoxazolyl N-oxic 
oxazolyl N-oxide, 
thiazolyl N-oxide, 
indolizinyl N-oxide, 
indazolyl N-oxide, 
benzothiazolyl N-oxide, 
benzimidazolyl N-oxide, 
pyrrolyl N-oxide, 
oxadiazolyl N-oxide, 
thiadiazolyl N-oxide, 
triazolyl N-oxide, 
tetrazolyl N-oxide, 
benzothiopyranyl S-oxide, and 
benzothiopyranyl S,S-dioxide, 
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where the\Ri_ he teroaryi group is bonded to -(CH 2 ) n i- by any ring atom of the parent R N . 
heteroaryi groupssubstituted by hydrogen such that the new bond to the Ri-heteroaryi group 
replaces the hydrogen atom and its bond, where heteroaryl is optionally substituted with 
one, two, three, orslour: 

(1) C\-Ce alkyl optionally substituted with one, two or three 
substituents selected frt>m the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -ON, -CF 3 , C1-C3 Alkoxy, and-NRi_ a Ri-b where Ri- a and Ri_ b are as defined above, 

(2) (VCe alkenyl with one or two double bonds, optionally 
substituted with one, two or tnjee substituents selected from the group consisting of -F, - 
CI, -OH, -SH, -ON, -CF 3 , C1-CS3 alkoxy, and -NRi. a Ri- b where Ri_ a and Ri_ b are -H or Ci- 
C 6 alkyl, 

(3) C2-C6 alkynyl with one or two triple bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of -F, 
CI, -OH, -SH, -ON, -CF 3 , C1-C3 alko\y, and-NRi_ a Ri_ b where R]. a and Ri_ b are -H or C r 
C 6 alkyl, 

(4) -F, CI, -BR, or 

(6) -Ci-Ce alkoxy opflionaJly substituted with one, two, or three -F, 

(7) -NRn-2Rn-3 where IfaJ&fid Rn-3 are as defined below, 

(8) -OH, 

(9) -ON, 

(10) C3-C7 cycloalkyl, optionally substituted with one, two or three 
substituents selected from the group consisting of -K, -CI, -OH, -SH, -ON, -CF3, C1-C3 
alkoxy, and -NRi. a Ri_ b where Ri_ a and Ri_ b are -H or C^i-Ce alkyl, 

(11) -CO-(Ci-C 4 alkyl), 

(12) -S02-NRi- a Ri_ b where Ri_ a akd Ri- b are as defined above, 

(13) -CO-NRi- a Ri- b where Ri_ a anaR]. b are as defined above, or 

(14) -S02-(Ci-C4 alkyl), with the proviso that when ni is zero Ri_ 
heteroaryl is not bonded to the carbon chain by nitrogen, or 

(VIII) -(CH2)ni-(Ri-heterocycie) where ni is as defiped above and Ri-heterocycie 
is selected from the group consisting of: 
morpholinyl, 
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thiomorpholinyl, 
thiomorpholinyl S-oxide, 
thiomorpholinyl S,S-dioxide, 
piperazinyl, 
homopiperazinyl, 
pyrrolidinyl, 
pyrrolinyl, 
tetrahydropyranyl, 
)iperidinyl, 
t&trahydrofuranyl, 
tetrahydrothienyl, 
homoViperidinyl, 
homomcrpholinyl, 
homothioikorpholinyl, 
homothiomotpholinyl S,S-dioxide, 
oxazolidinon^ 
dihydropyraz 
dihydropyrrol 
dihydropyrazinyl, 
dihydropyridinyl, 
dihydropyrimidinyl, 
dihydrofuryl, 
dihydropyranyl, 
tetrahydrothienyl S-oxide, 
tetrahydrothienyl S,S-dioxide, ar^ 
homothiomorpholinyl S-oxide, 
where the Ri-heterocycie group is bonded by any atom of the pVrent Ri-heterocycie group 
substituted by hydrogen such that the new bond to the Ri-hetenWcie group replaces the 
hydrogen atom and its bond, where heterocycle is optionally substituted with one, two, 
three, or four: 
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(1) C\-Ce alkyl optionally substituted with one, two or three 
substituents Selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, 
-ON, -CF3, Ci\^3 alkoxy, and -NRi. a R t _b where Ri. a and Ri_b are as defined above, 

(2) C2-C6 alkenyl with one or two double bonds, optionally 
substituted with oneVtwo or three substituents selected from the group consisting of -F, - 
CI, -OH, -SH, -ON, \p h C1-C3 alkoxy, and -NRi. a Ri- b where Ri_ a and Ri_ b are -H or Ci- 
C 6 alkyl, 

(3) C2-C6 alkynyl with one or two triple bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of -F, - 
CI, -OH, -SH, -ON, -CF 3 , Ci^ 3 alkoxy, and -NRi_ a Ri-b where R x + and Ri_ b are -H or d- 
C 6 alkyl, 

(4) -Pl CI, -Br, or -I, 

(5) Ci^C 6 alkoxy, 

(6) -Ci-Ce alkoxy substituted with one, two, or three -F, 

(7) -NRn-^n-3 where Rn-2 and Rn-3 are as defined below, 

(8) -OH, 

(9) -ON, 



(10) C3-C7 c; 



dkyl, optionally substituted with one, two 



or three substituents selected from the groi/p consisting of -F, -CI, -OH, -SH, -ON, -CF3, 
C1-C3 alkoxy, and -NRi_ a Ri-b where Ri_ a and Ri-bWe -H or C\-Ce alkyl, 

(11) -CO-(Ci-C 4 alkVl), 

(12) -S02-NRi- a Ri-b ^fiere Ri_ a and Ri_b are as defined 

above, 

(13) -CO-NRi-aRi-b wher\ Ri_ a and Ri_b are as defined 

above, 

(14) -S0 2 -(C,-C 4 alkyl), or 

(15) =0, with the proviso that \/hen ni is zero Ri-heterocycie is 
not bonded to the carbon chain by nitrogen; 



where R2 is: 
(I)-H, 
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\ (II) Ci-Ce alkyl, optionally substituted with one, two or three substituents 
selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -C=N, -CF3V C1-C3 alkoxy, and-NRi_ a Ri_b where Ri_ a and Ri_b are as defined above, 

(III) V(CH2)(m-R2-i where R 2 _i is Ri- a ryi or Ri-heteroaryi where Ri-aryi and Ri_ 
heteroaryi are as defineo\above; 

(IV) C2-K6 alkenyl with one or two double bonds, optionally substituted 
with one, two or three suostituents selected from the group consisting of -F, -CI, -OH, - 
SH, -C=N, -CF 3 , C1-C3 alkdfcy, and -NRi_ a Ri- b where R M and Ri. b are -H or Ci-C 6 alkyl, 

(V) C2-C6 alkyW with one or two triple bonds, optionally substituted with 
one, two or three substituents selected from the group consisting of -F, -CI, -OH, -SH, - 
C=N, -CF3, C1-C3 alkoxy, and -NRi_ a Ri_b where Ri_ a and Ri_b are -H or C1-C6 alkyl, or 

(VI) -(CH2)o-4- C 3 -C\ cycloalkyl, optionally substituted with one, two or 
three substituents selected from the gWp consisting of -F, -CI, -OH, -SH, -C=N, -CF 3 , 
C1-C3 alkoxy, and -NRi_ a Ri-b where RA and Ri_ b are -H or Q-Ce alkyl, 

where R3 is: 

(I) -H, 

(II) Ci-Ce alkyl, optionally jSub^Jtuted with one, two or three substituents 
selected from the group consisting of C1-C3 alk^L -F, -CI, -Br, -I, -OH, 

-SH, -C=N, -CF3, C1-C3 alkoxy, and -NRi. a Ri_b wliere Ri_ a and Ri_ b are as defined above, 

(III) -(CH 2 )o-4-R2-i where R 2 -i is Ri- a y or Ri -heteroaryi where Ri- ary i and Ri. 
heteroaryi are as defined above; \ 

(IV) C2-C6 alkenyl with one or two double bonds, 

(V) C2-C6 alkynyl with one or two triple Bonds, or 

(VI) -(CH2)o-4- C3-C7 cycloalkyl, optionallV substituted with one, two or 
three substituents selected from the group consisting of -F, \C1, -OH, -SH, -C^N, -CF3, 
C1-C3 alkoxy, and -NRi_ a Ri_ b where Ri- a and Ri_ b are -H or C\C6 alkyl, 

where R2 and R 3 are taken together with the carbon to which thW are attached to form a 
carbocycle of three, four, five, six or seven carbon atoms, optionally where one carbon 
atom is replaced by a heteroatom selected from the group consisting: of -0-, -S-, -SO2-, 
and -NR N -2-, \ 
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\ where Rn-2 is selected from the group consisting of: 
\ (a)-H, 

\ (b) -Cj-Ca alkyl optionally substituted with one 

substituent selectedVrom the group consisting of: 

\ (i) -OH, and 

\ (ii) -NH 2j 

\ (c) -Ci-Ca alkyl optionally substituted with one to 

three -F, -CI, -Br, or -I, \ 

\ (d) -C3-C7 cycloalkyl, 
\ (e) -(C1-C2 alkyl)-(C 3 -C 7 cycloalkyl), 
\ (f)-(Ci-C 6 alkyl)-0-(Ci-C 3 alkyl), 
\ (g) -C2-C6 alkenyl with one or two double bonds, 
Vh) -C2-C6 alkynyl with one or two triple bonds, 
(w -Ci-Ce alkyl chain with one double bond and one 
triple bond, \ 

(j) -Ri-aryi where Ri- a ryi is as defined above, and 
(k) -RVetfroaryi where Ri-heteroaryi is as defined above; 

where X is independently chosen fromJcEelgroup consisting of: 
-C(0)-, / V 

-CH2-, \ 
-CH2-CH2-, and \ 
-CH2-C(0)-; \ 

wherein in the rings drawn, a dotted line indicateaan optional double bond or an 
optional ring; \ 

wherein ring A is phenyl, cyclohexyl, cyclopentyl, pyridyl, pyrimidinyl, pyrazinyl 
or is absent; and \ 

where Rn-i is selected from the group consisting of: \ 

(1) C1-C6 alkyl, optionally substituted with one, two or 
three substituents selected from the group consisting of C1-C3 alkylv -F, -CI, -Br, -I, 
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-OH, -SH,\-ON, -CF 3 , C1-C3 alkoxy, and -NRi- a Ri. b where Ri. a and Ri. b are as defined 
above, 

(2) -OH, 

(3) -N0 2 , 

(4) -F, -CI, -Br, or -I, 

(5) -CO-OH, 

(6) -ON, 

(7) -(CH 2 )(m-C0-NR N -2Rn-3 where R N -2 and R N -3 are the 
same or different and are selected from the group consisting of: 

(a) -H, 

(b) -Ci-Ce alkyl optionally substituted with one 
substituent selected from the group insisting of: 

(i) -OH, and 

(ii) -NH 2 , 

(c) -&1-C6 alkyl optionally substituted with one to 



three -F, -CI, -Br, or -I, 



(d) -C 3 - 

(e) <ct 



triple bond, 



double bonds), 
triple bonds), 



cloalkyl, 

lkyl)-(C 3 -C 7 cycloalkyl), 

(f) -(Ci-C 6 aWyl)-0-(CrC3 alkyl), 

(g) -C2-C6 alkViyl with one or two double bonds, 

(h) -C2-C6 alkyiwl with one or two triple bonds, 

(i) -Ci-Ce alkyl clmin with one double bond and one 

(j) -Ri-aryi where Ri. a i\i is as defined above, and 
(k) -Ri-heteroaryi where I^-heteroaryi is as defined above, 

(8) -(CH 2 )o^CO-(Ci-Ci 2 alkyl\ 

(9) -(CH 2 )(M-CO-(C2-Ci2 alkenylVith one, two, or three 

(10) -(CH2)o^-CO-(C 2 -Ci2 alkynyl With one, two, or three 

(1 1) -(CH2WCCKC3-C7 cycloalkyl), 
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(12) -(CH 2 )o-4-CO-Ri-aryi where Ri_ ary i is as defined above, 

(13) -(CH 2 )o-4-CO-Ri. h eteroary] where Ri-heteroaryi is as defined 



above, 



(14) -(CH 2 )o-4-CO-Ri-heterocycle where Rl-heterocycle is as 

defined above, 

(15) -(CH2)o-4-CO-R]sm where Rn-4 is selected from the 
group consisting of mor&iolinyl, thiomorpholinyl, piperazinyl, piperidinyl, 
homomorpholinyl, homotftiomorpholinyl, homoythiomorpholinyl S-oxide, 
homothiomorpholinyl S,S-dfloxide, pyrrolinyl and pyrrolidinyl where each group is 
optionally substituted with ona two, three, or four of: Ci-C 6 alkyl, 

-(CH 2 )o-4-CO-0-Rn-5 where R N -5 is selected from the 

group consisting of: 



above, 
bonds, 
bonds, 



l (a)Ci-C 6 alkyl, 
)) -(CH 2 )o- 2 -(Ri-aryi) where Ri- a ryi is as defined 

(c) fc 2 -C6/alkenyl containing one, or two double 



(d) C 2 



fynyl containing one, or two triple 



defined above, 
defined above, 



(e) C3.C7 cycloalkyl, and 

(f) -(CH 2 )o-2VRl-h e teroaryl) where Rl -heteroaiyl IS as 

(17) -(CH 2 )o-4-S02-NR\-2Rn-3 where R N -2 and R N -3 are as 



(18) -{CHj^-SO^C.-Cg alkyl), 

(19) -(CH 2 )o^-S0 2 .(Ci-Ci 2 yyl), 
(20) -(CH 2 )o^-S0 2 -(C 3 -C7 cycloalkyl 

(21) -(CH 2 )o^-N(H or R N - 5 )-CC(-0-Rn-5 where R N - 5 can be 
the same or different and is as defined above, 

(22) -(CH 2 )o-4-N(H or R N . 5 )-CO-N^R N -5)2, where R N - 5 can 
be the same or different and is as defined above, 
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\ (23) -(CH 2 )o^-N-CS-N(R N . 5 )2 5 where R N . 5 can be thesame 

or different and is as defined above, 

\ (24) -(CH 2 )o-4-N(-H or R N . 5 )-CO-R N _ 2 where R N - 5 and R N . 2 

can be the samevor different and are as defined above, 

\ (25) -(CH 2 ) 0 -4-NR N -2Rn-3 where R N . 2 and R N _ 3 can be the 

same or different and are as defined above, 

\ (26) -(CH 2 )o-4-Risw where Rn-4 is as defined above, 

\ (27) -(CH 2 ) 0 ^-O-CO-(Ci-C 6 alkyl), 
\ (28) -(CH 2 ) 0 -4-O-P(O)-(OR N -aryi-i)2 where R N . aryM is -H or 
Ci-C 4 alkyl, \ 

\(29) -(CH 2 ) 0 ^-O-CO-N(Rn. 5 )2 where R N _ 5 is as defined 
above, \ 

(30) -(CH 2 ) 0 -4-O-CS-N(R N -5)2 where R N . 5 is as defined 
above, \ ^ 

(31) -^CH 2 )o-4-0-(Rn-5)2 where Rn-s is as defined above, 

(32) -iGB 2 )oA-0-( R N . 5 )2-COOH where R N . 5 is as defined 
above, ¥\ 

(33) -(Cn2ib-4-S-( Rn-s)2 where Rn-s is as defined above, 

(34) -((^/)oVO-(Ci-C6 alkyl optionally substituted with 
one, two, three, four, or five of: -F), \ 

(35) C3-C7 cycloVlkyl, 

(36) C 2 -C6 alkenyftwith one or two double bonds optionally 
substituted with C1-C3 alkyl, -F, -CI, -Br, -I, -OHASH, -ON, -CF 3 , C r C 3 alkoxy, or - 
NRi-aRi-b where Ri_ a and Ri_b are as defined above, \ 

(37) C2-C6 alkynyl withVne or two triple bonds optionally 
substituted with C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH,\c=N, -CF 3 , C1-C3 alkoxy, or - 
NRi-aRi-b where Ri_ a and Ri_b are as defined above, \ 

(38) -(CH 2 ) 0 -4-N(-H or R N -5)^0 2 -R N -2 where R N -s and R N . 2 
can be the same of different and are as described above, and\ 

(39) -(CH 2 )o-4- C3-C7 cycloalkylX 
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aere n is equal to 0,1, 2 or 3; 

wher^Z is selected from the group consisting of: 

(A) -C(O)-, 

(B) -S(0),. 2 -. 

(C) -C(0)-X N . r where Xn-i is selected from the group consisting 
of -0-, -S- and -NR'\and where R' is as defined above; and 

)) a single bond; 



where Rc is: 

(I)-Ci-Cio alk^l optionally substituted with one, two or three substituents 
selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -C=N, -CF3, C\-Ce alkoxy, X)-phenyl, -NRi. a Ri-b where Ri. a and Ri.bare as defined 
above, -OC=0 NRi_ a Ri_b where RA and Ri_b are as defined above, -S(=0)o-2 Ri-a where 
Ri-a is as defined above, - NRi_ a C=oYfRi_ a Ri_ b where Ri_ a and Ri_b are as defined above, - 
C=0 NRi_ a Ri-b where Ri_ a and Ri_b are las (Jefined above, and -S(=0)2 NRi_ a Ri-b where R\. 
a and Ri_b are as defined above, 



(II) -(CH 2 )o.3-(C 3 -C 8 )cyc| 



y\ where cycloalkyl can be optionally 



substituted with one, two, or three substmients selected from the group consisting of Ci 
C 3 alkyl, ~F, -CI, -Br, -I, -OH, -SH, -C=N, -ck, C r C 6 alkoxy, -O-phenyl, -CO-OH, - 
CO-0-(Ci-C4 alkyl), and -NRi_ a Ri_b where Ri_ a and Ri_b are as defined above, 
(III) -(CRc- x Rc- y )o-4-Rc-aryi where R^. x and Rc- y are 

(A) -H, 

(B) C1-C4 alkyl optionally substituted with one or two -OH„ 

(C) C1-C4 alkoxy optionally substituted with one, two, or three -F, 

(D) -(CH 2 )o-4-C3-C 7 cycloalkyl, 

(E) C2-C6 alkenyl containing one or two\double bonds, 

(F) C2-C6 alkynyl contianing one or two triple bonds, 

(G) phenyl-, 

(H) Co-C4 alkylC(O) NRi- a Ri-b where Ri- a an<\Ri-b are as defined 

above, 
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and where Rc- X and Rc- y are taken together with the carbon to which they 
are attached toVorm a carbocycle of three, four, five, six, or seven carbon atoms, 
optionally wheraone carbon atom is replaced by a heteroatom selected from the group 
consisting of-0-,\S-, -SCV, -NR N . 2 - and Rc- ary i is the same as RN-aryi and where Rc-aryi 
may optionally be substituted with -C 0 -C 4 alkyl-C(O) NRi_ a Ri_ b , C 0 -C 4 alkylC(O) ORi_ a 
where Ri- a and Ri_b arevas defined above, 

(IV) -(CRr-xRc-y)o^-Rc-heteroaryl where Rc-heteroaryl IS the Same as RN-heteroaryl 

and Rc-x and Rc- y are as defined above, 

(V) -(CRc-xR^-y)o^-Rc-aryi-Rc-aryi where Rc-aryi, Rc-x and R c . y are as defined 

above, 

(VI) -(CRc- x Rc-y)s(-4-Rc-aryl-Rc-heteroaryl where Rc-aryl , Rc-heteroaTyl, Rc-x and 

Rc.y are as defined above, 

(VII) -(CRc- x Rc.y)o-4^C-heteroaryl-Rc-aryl where Rc-heteroaryl, Rc-aryl, Rc-x and 

Rc-y are as defined above, 

(VIII) -(CRc-xRc-y)o-4"R(\heteroaryl-Rc-heteroaryl where Rc-heteroaryl, Rc-x and Rc-y 

are as defined above, 

(IX) -(CRc-xRc-y)o-4-Rc-aryi-%^iet5fe<rycie where Rc-heterocycie is the same as Ri_ 



above, 

^-heterocycle 

Where Rc-heteroaryl, Rc-heterocycle, 



heterocycie, and Rc-aryi, Rc-x and Rc-y are as dt 

(X) -(CRc- x Rc-y)o-4-Rc-heter^ryl- 

Rc- X and Rc- y are as defined above, 

(XI) -(CRc-xRc-y)o-4-Rc-heterocycle-Rc\ryl where Rc-heterocycle, Rc-aryl, Rc-x and 

Rc-y are as defined above, 

(XII) -(CRc-xRc-y)o-4 _ Rc-heterocyc1e-Rc-hete\aryl where Rc-heterocycle, Rc-heteroaryl, 

Rc-x and Rc- y are as defined above, 

(XIII) -(CRc- x Rc- y )o-4-Rc -heterocycle"Rc-heterocyole where Rc-heterocycle, Rc-x and 
Rc- y are as defined above, 

(XIV) -(CRc- x Rc- y )o-4"Rc-heterocycie where Rc-het^pcycte, Rc-x, and Rc-y are as 

defined above, 

(XV) -[C(Rc-i)(Rc-2)]i-3-CO-N-(Rc- 3 )2 where Rc- 3 Vs as defined below and 
Rc-i, Rc-2 are the same or different and are selected from the groupVconsisting of: 



180 



13615.41USU1/WOU1 



# 



PATENT 



(A) -H, 

(B) -C1-C6 alkyl, optionally substituted with one, two, or three 
substituents independently selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, 
-I, -OH, -SH, -ONVCF 3 , Ci-C 6 alkoxy, -O- phenyl, and -NRi_ a Ri- b where Ri_ a and R]. b 
are as defined above, 

(fo) C2-C6 alkenyl with one, or two double bonds, optionally 
substituted with one, two\or three substituents selected from the group consisting of Ci- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O- phenyl, and -NRi_ a Ri_ 
b where Ri_ a and Ri_b are as defined above, 

(E) C2-Ote alkynyl with one or two triple bonds, optionally 
substituted with one, two, or threfe substituents selected from the group consisting of d- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -Sift -ON, -CF 3 , Ci-C 6 alkoxy, -O- phenyl, and -NRi_ a Ri. 
b where Ri_ a and Ri_b are as defined above, 

(F) -(CH 2 ) 1 . 2 -sW2-(Ci-C 6 alkyl), 

(F) -(CH2)o-4-C 3 -C 7 cycloalkyl, optionally substituted with one, 
two, or three substituents selected from tire group consisting of C1-C3 alkyl, -F, -CI, -Br, - 
I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O\p0^Cand -NRi_ a Ri_ b where Ri_ a and Ri_ b 
are as defined above, 

(G) -(C1-C4 alky l)-Rb'-aryl where Rc-aryi is as defined for Ri- ary i, 

(H) -(C1-C4 alkyl)-Rc-hetero\ryi where Rc-heteroaryi is as defined above, 

(I) -(C1-C4 alkyl)-Rc-heterocycik where Rc-heterocycie is as defined above, 
(J) -Rc-heteroaryi where Rc-hetero^wi is as defined above, 

(K) -Rc-heterocycie where Rc-hetero\cie is as defined above, 
(M) -(CH 2 ) M -Rc^-(CH 2 )o^-Rc*-a\i where Rcm is -0-, -S- or 
-NRc-5- where Rc-5 is Ci-C 6 alkyl, and where Rc-aryi is defined above, 

(N) -(CH2)M-Rc-4-(CH 2 ) 0 ^-Rc-heteroai^ Where Rc-4 and Rc-heteroaryl 

are as defined above, and 

(O) -Rc-aryi where Rc-aryi is as defined skbove, 



and where Rc- 3 is the same or different and is: 
(a) -H, 
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\ (b) -C1-C6 alkyl optionally substituted with one, two or 

three substteuents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -ON, -£F 3 , Ci-Ce alkoxy, -O- phenyl, and -NRi. a Ri_ b where Ri. a and Ri_ b are as 
defined aboveA 

\ (c) C2-C6 alkenyl with one or two double bonds, optionally 

substituted with onte, two or three substituents selected from the group consisting of d- 
C 3 alkyl, -F, -CI, -Br\-I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O- phenyl, and -NRi_ a Ri_ 
b where Ri_ a and Ri_b arb as defined above, 

\ (d) C2-C6 alkynyl with one, or two triple bonds, optionally 
substituted with one, two ok three substituents selected from the group consisting of Ci- 
C 3 alkyl, -F, -CI, -Br, -I, -OR -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O- phenyl, and -NRi_ a Ri_ 
b where Ri. a and Ri_b are as defined above, 

(e) V{CH2)o-4-C 3 -C7 cycloalkyl, optionally substituted with 
one, two or three substituents selected from the group consisting of Ci-C 3 alkyl, ~F, -CI, - 
Br, -I, -OH, -SH, -ON, -CF 3 , Q-cWoxy, -O- phenyl, and -NRi_ a Ri_b where Ri. a and 
Ri_b are as defined above, \ 

(f) -Rc»-ai\ where Re-aryi is as defined above, 

(g) -Rc-het^aL^ere Rc-heteroaryi is as defined above, 

(h) -Rc-het/roc|cie where Rc-heterocycie is as defined above, 
(i) -(C1-C4 alkyl)-Rc'. a )yi where Rc»-aryi is as defined above, 

(j) -(C1-C4 alkyl)VRc-heteroaryi where Rc-heteroaryi is as defined 
above, \ 

(k) -(C1-C4 alkyl)-RVheterocycle where Rc-heterocycle IS as 

defined above, \ 

(XVI) -CH(Rc-aryi)2 where Rc-aryi are tne same or different and are as 
defined above, \ 

(XVII) -CH(Rc. h eteroaryi)2 where Rc-heteroai)i are the same or different and 
are as defined above, \ 

(XVIII) -CH(Rc. ar yi)(Rc-heteroaryi) where Rc-X and Rc-heteroaryi are as 
defined above, \ 
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i (XIX) -cyclopentyl, -cyclohexyl, or -cycloheptyl ring fused to Rc-aryi or 

Rc-heteroaryl -heterocycle 

where Rc-aryi or Rc-heteroaryi or Rc-heterocycie are as defined above 
where one carbon of cyclopentyl, cyclohexyl, or cycloheptyl is optionally replaced with 
NH, NRn-s, 0,W S(=0)o-2 , and where cyclopentyl, cyclohexyl, or cycloheptyl can be 
optionally substituted with one, or two -C1-C3 alkyl, -F, -OH, -SH, -C=N, -CF3, Ci-Ce 
alkoxy, =0, or -NRi_ a Ri-b where Ri_ a and Ri.bare as defined above, 

(XX) Y2-C10 alkenyl containing one or two double bonds optionally 
substituted with one, tVo, or three substituents selected from the group consisting of d- 
C 3 alkyl, -F, -CI, -Br, -l\-OH, -SH, -ON, -CF 3 , C r C 6 alkoxy, -O- phenyl, and -NRi_ a Ri- 
b where Ri_ a and Ri- D are ak defined above, 

(XXI) C 2 -Ci\alkynyl containing one, or two triple bonds optionally 
substituted with one, two, or three substituents selected from the group consisting of Q- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, W, -ON, -CF 3 , C r C 6 alkoxy, -O- phenyl, and -NRi- a Ri- 
b where R^ a and Ri- D are as defined above, 

(XXI) -(CH2)o-i-CHRc^-(CH2)o-rRc-aryi where Rc- ary iis as defined above 
and Rc-6 is -(CH 2 ) 0 -6-OH, \ , 

(XXII) ^CH 2 )o4-CHR^(CH 2 ) 0 .rRc -heteroaryl 

where Rc-heteroaryi and Rc-6 is 

as defined above, "km 

(XXIII) -CH(-Rc-aryi or RL e teroaryi)-CO-0(Ci-C 4 alkyl) where Rc-aryi and 
Rc-heteroaryi are as defined above, \ 

(XXIV) -CH(-CH 2 -OH)-CH(\oH)-phenyl-N0 2 , 

(XXV) (C r C 6 alkyl)-0-(C r C 6 Wyl)-OH, 

(XXVII) ~CH 2 -NH-CH 2 -CH(-o\:H 2 -CH3)2 ) or 

(XXVIII) - (CH 2 ) 0 -6-C(=NRi. a )(NRi. a Ri-b) where Ri_ a andRi. b are as 
defined above, \ 

where Rc-a is H, Ci - C10 alkyl, C 2 - C10 alkenyl and alkynyl, phenyl, Ci - C4 
alkyl-RN-aryi , Ci - C4 alkyl-RN-heteroaryi , C\ - C4 alkyl-C3\C7 cycloalkyl, or Ci - C4 alkyl- 
Ri -heterocycle, wherein each multi-atom group may be optionally substituted with one, two, 
or three substituents independently selected from the group Consisting of -F, -CI, -OH, - 
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SH, -ON, -CF 3 > C1-C3 alkoxy, -C(0)0-Ri_ a , and -NR^R^ where and Ri_ b are -H, 
C1-C6 alkyl onphenyl; 

where ^-a, -Z-Rc, and the nitrogen atom to which they attach may cyclize to 
form a ring or fiAed rings chosen from the group consisting of 5-8 membered 
heterocyclics having up to 2 heteroatoms in addition to the ring nitrogen defined above 
chosen from the group consisting of N, O, and S, which may optionally be fused with 
one, or two phenyl, pVidyl, cyclohexyl, piperidinyl or morpholinyl, 

where the ring or fused rings may optionally have one, two, or three substituents 
independently chosen from the group of: 

(1) C,-C 6 aW 

C2-C6 alKenyl with one or two double bonds, or 
C2-C6 alkynyl with one or two triple bonds, wherein each may be 
optionally substituted with ona, two, or three substituents selected from the group 
consisting of -F, -CI, -OH, -SH,VC=N, -CF 3 , C1-C3 alkoxy, and -NRi_ a Ri-b where Ri_ a and 
Ri _b are -H or C 1 -Ce alkyl, \ 

(2) -F, CI, -Br,or\ 

(3) -C1-C6 alkoxy optionally substituted with one, two, or three -F, 

(4) -NR N -2Rn-3 where/RL>aiid'RN-3 are as defined below, 

(5) -OH, /AT 

(6) -C^N, (/ \ 

(7) =0(oxo), \ 

(8) -CO-(Ci-C 4 alkyl), \ 

(9) -S02-NRi_ a Ri-b where RL and Ri_b are as defined above, or 

(10) -CO-NRi-aRi-b where RjAand Ri^are as defined above, 
or a pharmaceutical^ acceptable salt thereof. \ 

2. A disubstituted amine of claim 1, wherein r\s: 

-(CH 2 ) 0 -l-(Rl-aryO, Or \ 
-(CH2)nl-(Rl-heteroaryO- \ 

3. A disubstituted amine of claiin^ wherein Ri is: \ 
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-(ClV)-(Ri.aryl) 5 Of 
"(CH2V(Rl-heteroaryl)- 

4. A disubstituted amine of claim 3y wherein Ri is -(CH 2 )-(Ri. a ryi) where Ri. ar yi is phenyl. 

5. A disubstituted amine of claim^ wherein R\ is substituted with two -F. 

6. A disubstituted amin\pf clahn^\wherein the -F substitutions is on the -3 and -5 
positions. 

7. A disubstituted amine of ckim l^wherein R2 and R3 are both -H. 



8. A disubstituted amine of clairp I, wherein Rc is 
-Ci-C 8 alkyl, 

-(CH2)o-3-(C3-C 7 ) cycloalky 

-(CRc- x Rc-y)o-4-Rc-aryU 
-(CRc-xRc-y)o-4 _ Rc-heteroaryl, 
-(CRc-xRc-y)o-4 _ Rc-heterocycle 5 Or 

-cyclopentyl or -cyclohexyl rin 



ed tO Rc-aryl Or Rc-heteroaryl Or Rc- heterocycle. 



9. A disubstituted amine of claim wherein\Rc is: 
-(CH 2 )o-3-(C3-C 7 ) cycloalkyl, 

-(CRc- x Rc-y)o-4"Rc-aryl ? 
-(CRc- x Rc-y)o-4 _ Rc-heteroaryl, 
-(CRc- x Rc-y)o-4-Rc-heterocycle 5 
-Cyclopentyl Or -Cyclohexyl ring fllSed tO a Rkaryl Or Rc-heteroaryl Or Rc-heterocycle. 



10. A disubstituted amine of clainr^, wherein Rc is: 

-(CRc- x Rc-y)o-4-Rc-aryl 5 
-(CRc- x Rc-y)o-4-Rc-heteroaryl, 

-cyclopentyl or -cyclohexyl ring fused to a Rc-aryi or\j 



!-heteroaryl 



orRc-i 



heterocycle. 
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1 1 . A disubstitated amine of clain^K^ wherein Rc is: 
-(CRc-xK^-y)o^-Rc-aryi where Rc-aryi is phenyl. 



12. A disubstituted Wrine of claim 11, wherein said phenyl is substituted in the 3- 
position or 3,5-positioW 




13. A disubstituted amine^of claim l^wherein Rc-a is: 
-methyl, or 
-ethyl. 



14. A disubstituted amine of claim\l , wherein Z is: 

-C(O)-, or 

-C(0)-Xn-i- where Xn-i is ^elected from the group consisting of -0-, -S- and 

NR'-. 

15. A disubstituted amine of formula 



R N -N 




II 



where Ri is: 

(I) Ci-Ce alkyl, optionally substituted wifh one, two or three substituents 
selected from the group consisting of C1-C3 alkyl, C1-C7 alkyl (optionally substituted 
with C1-C3 alkyl and C r C 3 alkoxy), -F, -CI, -Br, -I, -OH, 
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-SH, -ON, -CF 3 , C1-C3 alkoxy, -NRi- a Ri_ b where Ri_ a and Ri_ b are -H or Ci-Ce alkyl, and 
-OOO NRi^i-b where Ri_ a and Ri_ b are as defined above, 
ffi-CHs-SCO^-CCrQ alkyl), 
(Il\-CH 2 -CH 2 -S(0)o.2-(CrC 6 alkyl), 

(IV) alkenyl with one or two double bonds, optionally substituted 
with one, two or three substituents selected from the group consisting of -F, -CI, -OH, - 
SH, -ON, -CF 3 , C1-C3 alkoxy, and -NRi_ a Ri-b where Ri_ a and Ri_ b are -H or Ci-C 6 alkyl, 

(V) C2-C6 alkynyl with one or two triple bonds, optionally substituted with 
one, two or three substituents; selected from the group consisting of -F, -CI, -OH, -SH, - 
ON, -CF 3 , C1-C3 alkoxy, andVNRi_ a Ri_ b where Rj. a and Ri_ b are -H or Q-Ce alkyl, 

(VI) -(CH 2 )ni-(R}Varyi) where ni is zero or one and where Ri- ary i is phenyl, 
1-naphthyl, 2-naphthyl and indanvl, indenyl, dihydronaphthalyl, or tetralinyl optionally 
substituted with one, two, three, or Your of the following substituents on the aryl ring: 

(A) Ci-Cs alkyl (optionally substituted with one, two or three 
substituents selected from the group consistpg^f C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, 
-ON, -CF3, C1-C3 alkoxy, and-NRi_a^i\ jvhere Ri_ a and Rj. b are as defined above, 

(B) C2-C6 alkeijfyl vftith one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -ON, -CF 3 , C r C 3 alkoxy,\NRi_ a Ri_ b where Ri_ a and R t . b are -H or C r 
C 6 alkyl, 

(C) C2-C6 alkynyl with on& or two triple bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of -F, - 
CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, and -NRi4£ti-b where Ri_ a and Ri_ b are -H or Q- 
C 6 alkyl, 

(D) -F, CI, -Br or -I, 

(F) -C1-C6 alkoxy optionally substituted with one, two, or three -F, 

(G) -NRn-2Rn-3 where R N -2 and R N .\are as defined below, 

(H) -OH, 

(I) -GsN, 
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(J) C3-C7 cycloalkyl, optionally substituted with one, two or three 
substitue\its selected from the group consisting of -F, -CI, -OH, -SH, -C=N, -CF3, C1-C3 
alkoxy, and^-NRi-aRi-b where Ri_ a and Ri_b are -H or C\-Ce alkyl, 
(K) -CO-(Ci-C 4 alkyl), 

(L) -SC>2-NRi- a Ri_b where Ri_ a and Ri_b are as defined above, 
(M) -CO-NRt-aRi-b where Ri_ a and Ri_ b are as defined above, or 
(N)-S0 2 -(Ci-C 4 alkyl), 
(VII) VCH2) n r(Ri-heteroaryi) where ni is as defined above and where Ri_ 
heteroaryi is selected from\{he group consisting of: 

v pyridinyl, 

imidinyl, 
qiiinolinyl, 
benfcothienyl, 
indolyl, 
indolimd, 
pryidazrnyl, 
pyrazinyaA 
isoquiilffilyr 
quinazqflinylX 
quinoxalinyl, 
phthalazinyl, 
imidazolyl, 
isoxazolyl, 
pyrazolyl, 
oxazolyl, 
thiazolyl, 
indolizinyl, 
indazolyl, 
benzothiazolyl, 
benzimidazolyl, 
benzofuranyl, 
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thienyl, 
pyrrolyl, 
oxadiazolyl, 
thiadiazolyl, 
triazolyl, 
tetrazolyl, 
oxazolopyridinyl, 
^ imidazopyridinyl, 
sothiazolyl, 
naphthyridinyl, 

aolinyl, 
carb&zolyl, 
beta-carbolinyl, 
isochromanyl, 
chromany 

If / 

tetrahydrd^jequinolinyl, 
isoindoliij 
isobenzotetxahydrofuranyl, 
isobenzotetrahWothienyl, 
isobenzothienyl,\ 
benzoxazolyl, 
pyridopyridinyl, 
benzotetrahydrofuraiiyl, 
benzotetrahydrothieny^ 
purinyl, 
benzodioxolyl, 
triazinyl, 
phenoxazinyl, 
phenothiazinyl, 
pteridinyl, 
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benzothiazolyl, 
imidazopyridinyl, 
imidazothiazolyl, 
dihydrobenzisoxazinyl, 
^benzisoxazinyl, 
ienzoxazinyl, 
diWdrobenzisothiazinyl, 
benzopyranyl, 
benzothiopyranyl, 
coumairinyl, 
isocoumarinyl, 
chromonj 
chromanoiWl, 
pyridinyl-N\oxide, 
tetrahydroqumolinyl 
dihydroquinolmyl 
dihydroquinolingm 
dihydroisoqumolmonyl 
dihydrocoumariny\ 
dihydroisocoumarinyi 
isoindolinonyl 
benzodioxanyl 
benzoxazolinonyl 
pyrrolyl N-oxide, 
pyrimidinyl N-oxide, 
pyridazinyl N-oxide, 
pyrazinyl N-oxide, 
quinolinyl N-oxide, 
indolyl N-oxide, 
indolinyl N-oxide, 
isoquinolyl N-oxide, 



190 



136 15.41 USUI AV0U1 - - ----- - ... PATENT 

\y quinazolinyl N-oxide, 

\ quinoxalinyl N-oxide, 

\ phthalazinyl N-oxide, 

\ imidazolyl N-oxide, 
\ isoxazolyl N-oxide, 
\ oxazolyl N-oxide, 
\ thiazolyl N-oxide, 
\ indolizinyl N-oxide, 
Wazolyl N-oxide, 
b Wothiazolyl N-oxide, 
benzimidazolyl N-oxide, 
pyrrolyl N-oxide, 
oxadiazolyl N-oxide, 
thiadiazblyl N-oxide, 
triazolyl N-oxide, 
tetrazolyl N-oxide, 
benzothiopyrcbyl S-oxide, and 
benzothiopwamyl S,S-dioxide, 
where the Ruieteroaryi group is bonded to ^CH 2 ) n r by any ring atom of the parent Rn- 
heteroaryi group substituted by hydrogen suclXthat the new bond to the Ri-heteroaryi group 
replaces the hydrogen atom and its bond, where heteroaryl is optionally substituted with 
one, two, three, or four: \ 

(1) C1-C6 alkyl optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -C=N, -CF3, C1-C3 alkoxy, and-NRi- a Ri-b where Ri_ a and Ri-b are as defined above, 

(2) C2-C6 alkenyl with one orWo double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of -F, - 
CI, -OH, -SH, -C=N, -CF 3 , C1-C3 alkoxy, and -NRi_ a R\ where Ri_ a and Ri_ b are -H or d- 
C 6 alkyl, \ 

(3) C2-C6 alkynyl with one or two triple bonds, optionally 
substituted with one, two or three substituents selected fromythe group consisting of -F, - 
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CI, -OH, -SH, ^=N, -CF 3 , C r C 3 alkoxy, and-NRi. a Ri. b where Ri_ a and Ri- b are -H or C r 
C 6 alkyl, \ 

\ (4) -F, CI, -BR, or -I, 
\ (6) -C1-C6 alkoxy optionally substituted with one, two, or three -F, 
\ (7) -NRn-2Rn-3 where Rn-2 and Rn-3 are as defined below, 
08) -OH, 
A-C^N, 

(IOXC3-C7 cycloalkyl, optionally substituted with one, two or three 
substituents selected from the group consisting of -F, -CI, -OH, -SH, -C=N, -CF 3 , C1-C3 
alkoxy, and -NRi_ a Ri-b where\Ri_ a and Ri-b are -H or Ci-C 6 alkyl, 

(11) -CO-(Ci-C 4 alkyl), 

(12) -SOirNRi. a Ri-b where Ri_ a and Ri_b are as defined above, 

(13) -CO-NRi-aRi-b where Ri_ a and Ri-b are as defined above, or 

(14) -S02-(Gi-C4 alkyl), with the proviso that when ni is zero Ri_ 
heteroaryi is not bonded to the carbon chain by nitrogen, or 

(VIII) -(CH 2 )ni-(Ri-hete>ocycie) where ni is as defined above and Ri-heterocyde 
is selected from the group consisting on 
morpholinyl, \J 
thiomorpholinyl, \ub{ 
thiomorpholinyl S-©xide, 
thiomorpholinyl S,S-d\oxide, 
piperazinyl, \ 
homopiperazinyl, \ 
pyrrolidinyl, \ 
pyrrolinyl, \ 
tetrahydropyranyl, \ 
piperidinyl, \ 
tetrahydrofuranyl, \ 
tetrahydrothienyl, \ 
homopiperidinyl, \ 
homomorpholinyl, \ 
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\ homothiomorpholinyl, 
\ homothiomorpholinyl S,S-dioxide, 

\ oxazolidinonyl, 
\ dihydropyrazolyl, 
\ dihydropyrrolyl, 
\dihydropyrazinyl, 
oihydropyridinyl, 
dilWdropyrimidinyl, 
dihyarofuryl, 
dihydropyranyl, 
tetrahycucothienyl S-oxide, 
tetrahydrothienyl S,S-dioxide, and 
homothiomorpholinyl S-oxide, 
where the Ri-heterocycie group is bonded by any atom of the parent Ri-heterocycie group 
substituted by hydrogen such that thanew bond to the Ri-heterocycie group replaces the 
hydrogen atom and its bond, where heWocycle is optionally substituted with one, two, 
three, or four: 

(1) Ci-Ce^ikyl optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, 
-C=N, -CF 3 , C1-C3 alkoxy, and -NRi_ a Ri-b where Ri. a and Ri_b are as defined above, 

(2) C2-C6 alkenyVwith one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of -F, - 
CI, -OH, -SH, -C=N, -CF 3 , C1-C3 alkoxy, and -NRuRi_ b where R u and Ri_ b are -H or C r 
C 6 alkyl, \ 

(3) C2-C6 alkynyl with one or two triple bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of -F, - 
CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, and -NRi-aRi-bVhere R Na and Ri_ b are -H or Ci- 
C 6 alkyl, \ 

(4) -F, CI, -Br, or -I, \ 

(5) C,-C 6 alkoxy, \ 

(6) -Ci-Ce alkoxy substituted witn one, two, or three -F, 
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(7) -NR n _ 2 Rn-3 where R N _ 2 and R N -3 are as defined below, 

(8) -OH, 

(9) -ON, 

(10) C3-C7 cycloalkyl, optionally substituted with one, two 
or three substituents selected from the group consisting of -F, -CI, -OH, -SH, -C=N, -CF 3 , 
C1-C3 alkoxy, and^Ri_ a Ri-b where Ri_ a and Ri. b are -H or C\-Ce alkyl, 

(11) -CO-(C r C 4 alkyl), 

(12) ~S0 2 -NRi. a Ri-b where R M and Ri. b are as defined 

above, 

(13) ~CO-NRi. a Ri. b where Ri_ a and Ri. b are as defined 

above, 

>-S0 2 -(Ci-C 4 alkyl), or 
(lV) =0, with the proviso that when ni is zero Ri-heterocycie is 
not bonded to the carbon chain bymitrogen; 



where R 2 is: 

(I) -H, 

(II) C1-C6 alkyl, optiMiar y substituted with one, two or three substituents 
selected from the group consisting off C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -C=N, -CF 3 , C1-C3 alkoxy, and-NRi- a Ri_b where Ri- a and Ri_ b are as defined above, 

(III) -(CH 2 ) 0 -4-R 2 -i where R 2 _i\js Ri_ ary i or Rj-heteroaryi where Ri. aryl and Ri_ 
heteroaryi are as defined above; 

(IV) C 2 -C 6 alkenyl with one or t&o double bonds, optionally substituted 
with one, two or three substituents selected from the group consisting of -F, -CI, -OH, - 
SH, -ON, -CF 3? Ci-C 3 alkoxy, and -NRi_ a Ri_ b whete Ri_ a and Ri. b are -H or Ci-C 6 alkyl, 

(V) C 2 -Ce alkynyl with one or two trinle bonds, optionally substituted with 
one, two or three substituents selected from the groupVonsisting of -F, -CI, -OH, -SH, - 
C=N, -CF 3 , C1-C3 alkoxy, and -NRi_ a Ri_ b where Ri. a an\i Ri- b are -H or Ci-C 6 alkyl, or 

(VI) -(CH 2 )o-4- C3-C7 cycloalkyl, optionally substituted with one, two or 
three substituents selected from the group consisting of -l\ -CI, -OH, -SH, -C=N, -CF 3 , 
Ci-C 3 alkoxy, and -NRi_ a Ri- b where Ri_ a and Ri_ b are -H or tj-Ce alkyl, 
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where\^3 is selected from the group consisting of: 
)-H, 

(IlVCi-Ce alkyl, optionally substituted with one, two or three substituents 
selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -C=N, -CF3, C1-C3 alkoxy, and -NRi. a Ri_b where Ri_ a and Ri_b are as defined above, 

(III) -(CH 2 )o-4-R2-i where R 2 _i is Ri- ary i or Ri-heteroaiyi where Ri-aryi and Ri_ 
heteroaryi are as defined above; 

(IV) C2-C6 alkenyl with one or two double bonds, 

(V) C2-C6 alkynyl with one or two triple bonds, or 

(VI) -(CH2)o-4- CVC7 cycloalkyl, optionally substituted with one, two or 
three substituents selected from tlm group consisting of -F, -CI, -OH, -SH, -C=N, -CF3, 
C1-C3 alkoxy, and -NRi_ a Ri_ b where Ri_ a and Ri_ b are -H or Ci-C 6 alkyl, 



and where R 2 and R 3 are raken together with the carbon to which they are 
attached to form a carbocycle of three, fowL five, six or seven carbon atoms, optionally 
where one carbon atom is replaced by a hetap^m selected from the group consisting of 
-0-, -S-, -SO2-, and -NR N - 2 -, 

where Rn- 2 is selected from th^g^up consisting of: 

(a) -H, 

(b) -C1-C6 al%l optionally substituted with one 
substituent selected from the group consisting of: 

(i) -OH, jfcd 

(ii) -NH 2 , 

(c) -C1-C6 alkyl optionally substituted with one to 



three -F, -CI, -Br, or -I, 



(d) -C3-C7 cycloalkyl, 

(e) -(C1-C2 alkyl)-(C 3 -C)ycycloalkyl), 

(f) -(C,-C 6 alkyl)-0-(C,-G. alkyl), 

(g) -C2-C6 alkenyl with one\ or two double bonds, 

(h) -C2-C6 alkynyl with one or two triple bonds, 
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(i) -C1-C6 alkyl chain with one double bond and one 

triple bond, 

(j) -Ri-aryi where Ri- ary i is as defined above, and 
(k) -Ri-heteroaiyi where Ri-heteroaryi is as defined above; 



where Rn is: 

(I) Rn-i-Xn- where Xn is selected from the group consisting of: 
(AV-CO-, 

(B) V> 2 -, 

(C) -(C^'R")i-6 where R' and R" are the same or different and are 

-H or C1-C4 alkyl, 

(D) -CO-0CR'R")i-6-Xn-i where Xn-i is selected from the group 
consisting of -0-, -S- and -NR'- and where R' and R" are as defined above, and 

(E) a single bond; 



where Rn-i is selected from the group consisting of: 



(A) RN-aryi where 



is phenyl, 1-naphthyl, 2-naphthyl, 



tetralinyl, indanyl, or 6,7,8,9-tetrahydro-5HSenzo[a]cycloheptenyl, or dihydronaphthyl 
optionally substituted with one, two or tnree\jf the following substituents which can be 
the same or different and are: 

(1) Ci-Ce alkyl, optionally substituted with one, two or 
three substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, 
-OH, -SH, -C=N, -CF3, C1-C3 alkoxy, and -NRi- a R\-b where Ri_ a and Ri-b are as defined 
above, 

(2) -OH, 

(3) -N0 2 , 

(4) -F, -CI, -Br, or -I, 

(5) -CO-OH, 

(6) -ON, 

(7) -(CH 2 )o-4-CO-NR n _ 2 Rn-3 whke R N -2 and R N -3 are the 
same or different and are selected from the group consisting of: 
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(a) -H, 

(b) -C1-C6 alkyl optionally substituted with one 
substituent selected from the group consisting of: 

(i) -OH, and 

(ii) -NH 2j 

(c) -Ci-Ce alkyl optionally substituted with one to 



three -F, -CI, -Br, or -I, 



triple bond, 



double bonds), 
triple bonds), 



above, 

defined above, 



(d) -C3-C7 cycloalkyl, 

(e) -(Ci-C 2 alkyl)-(C 3 -C 7 cycloalkyl), 

(f) -(C,-C 6 alkyl)-0-(C,-C 3 alkyl), 

(g) -C2-C6 alkenyl with one or two double bonds, 

(h) -C2-C6 alkynyl with one or two triple bonds, 

(i) -C1-C6 alkyl chain with one double bond and one 

1 -Ri-aryi where Ri-aryi is as defined above, and 
(kX-Ri-heteroaiyi where Ri-heteroaryi is as defined above, 

(8) -(C^oVcO-CCrC^ alkyl), 

(9) ^CH 2 ) 0 ^yO^e2-Ci2 alkenyl with one, two or three 

W 

(10) -(CH2)o-4-G.O-(C2-Ci2 alkynyl with one, two or three 

(1 1) -(CH 2 )o-rCoVc 3 -C7 cycloalkyl), 

(12) -{CH2)o-4-CO-Ri-aryi where Ri. ar yi is as defined above, 

(13) -(CH 2 )o^-CO-RiVeteroaryi where Ri-heteroaryi is as defined 

(14) -<CH 2 )o-4-CO-Ri -heterocycle where Ri -heterocycle is as 



(15) -(CH 2 )o-4-CO-Rn-4 where R N -4 is selected from the 
group consisting of morpholinyl, thiomorpholinyl, piperazmyl, piperidinyl, 
homomorpholinyl, homothiomorpholinyl, homothiomorpholinyl S-oxide, 
homothiomorpholinyl S,S-dioxide, pyrrolinyl and pyrrolidinyl where each group is 
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optionally substituted with one, two, three, or four of: Q-Ce alkyl, 

(16) -(CH2)o-4-CO-0-Rn-s where Rn-s is selected from the group 



consisting of: 



above, 
bonds, 
bonds, 



defined above, 
defined above, 



(a) Ci-C 6 alkyl, 

(b) -(CH2)o-2-(Ri-aryi) where Ri-aryi is as defined 

(c) C2-C6 alkenyl containing one or two double 

(d) C2-C6 alkynyl containing one or two triple 

(e) C3.C7 cycloalkyl, 

(f) -(CH 2 )o-2-(Rl-heteroaryl) where Rl-heteroaryl IS as 

(17) VCH 2 )o-4-S0 2 -NR N -2Rn-3 where R N . 2 and R N -3 are as 

(18) ^CH 2 )^-SO-(Ci-C 8 alkyl), 



(19) -(CI 
(20)-(CH2)o^S02^ 



(C1-C12 alkyl), 
jfC7 cycloalkyl), 



(21) -(CH 2 )oto(H or R N _ 5 )-CO-0-R N -5 where R N -s can be 
the same or different and is as defined above, 

(22) -(CH 2 )o^-N^H or R N _ 5 )-CO-N(R N . 5 )2, where R N - 5 can 
be the same or different and is as defined above/ 

(23) -(CH2)o-4-N-CS^N(Rn-5)2, where Rn-s can be the same 
or different and is as defined above, 

(24) -(CH 2 )o-4-N(-H or\R N _ 5 )-CO-R N -2 where R N _ 5 and R N -2 
can be the same or different and are as defined above, 

(25) -(CH2)o-4-NRn-2Rn-3 tyhere Rn-2 and Rn-3 can be the 
same or different and are as defined above, 

(26) -(CH2)(m-Rn-4 where R>L is as defined above, 

(27) -(CH 2 )o^-0-CO-(Ci-C 6 tikyl), 
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(28) ™(CH2)o-4-0-P(0)-(ORN-aryi-i)2 where R N -aryi-i is -H or 

(29) -(CH 2 )o^-0-CO-N(R N . 5 )2 where R N _ 5 is as defined 

(30) -(CH 2 )o^-0-CS-N(R N . 5 ) 2 where R N _ 5 is as defined 

(31) -(CH2)o-4-0-(Rn-s)2 where Rn-5 is as defined above, 

(32) -(CH 2 )o-4-0-( R N . 5 )2-COOH where R N _ 5 is as defined 



above, 



53) -(CH 2 )o-4-S-( Rn-s)2 where Rn-s is as defined above, 
(34-) -(CH2)o-4-0-(Ci-C6 alkyl optionally substituted with 
one, two, three, four, or five -F), 

(35) C3-C7 cycloalkyl, 

(36) C\-C6 alkenyl with one or two double bonds optionally 
substituted with C1-C3 alkyl, -F, -CI, W -I, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, or - 
NRi. a Ri.b where Ri_ a and Ri_b are as defined above, 



(37) C 2 - 

substituted with C r C 3 alkyl, -F, -CI, ■ 



with one or two triple bonds optionally 
-OH, -SH, -C=N, -CF 3 , C1-C3 alkoxy, or - 
NRi-aRi-b where Ri_ a and Ri_b are as definedVabove, 

(38) -(CH 2 ) 0 ^-W-H or R N _ 5 )-S0 2 -R N -2 where R N - 5 and R N . 2 
can be the same of different and are as described above, or 

(39) -(CH 2 ) 0 -4- C 3 \c 7 cycloalkyl, 

(B) -RN-heteroaryi , where RN-Kfeteroaryi is selected from the group as 
defined above in Ri-heteroaryi and where the RN-heteroaVi group is bonded by any atom of the 
parent RN-heteroaryi group substituted by hydrogen suck that the new bond to the RN-heteroaryi 
group replaces the hydrogen atom and its bond, whereyheteroaryl is optionally substituted 
with one, two, three, or four of: 

(1) C1-C6 alkyl, optionally ^substituted with one, two or 
three substituents selected from the group consisting of CAC3 alkyl, -F, -CI, -Br, -I, 
-OH, -SH, -C=N, -CF 3 , C1-C3 alkoxy, and -NRi. a Ri-b where^Ri_ a and are as defined 
above, 
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(2) -OH, 

(3) -N0 2 , 

(4) -F, -CI, -Br, or -I, 

(5) -CO-OH, 

(6) -ON, 

(7) -(CH2)o-4-CO-NRn-2Rn-3 where Rn-2 and Rn-3 are the 
same or different and are\elected from the group consisting of: 

(a) -H, 

(b) -C|-C6 alkyl optionally substituted with one 
substituent selected from the gr^up consisting of: 

(i) -OH, and 

(ii) -NH 2 , 

\(c) -C1-C6 alkyl optionally substituted with one to 



three -F, -CI, -Br, or -I, 



triple bond, 



double bonds), 
triple bonds), 



(d) nC3-C7 cycloalkyl, 

(e) -^-C 2 aJkyl)-(C 3 -C 7 cycloalkyl), 

(f) A-€Ulkyl)-0-(Ci-C 3 alkyl), 

(g) -IcJrCt alkenyl with one or two double bonds, 

(h) -C 2 -C\ alkynyl with one or two triple bonds, 

(i) -C1-C6 alkyl chain with one double bond and one 

(j) -Ri-aryi where Rj-aryi is as defined above, and 
(k) -Ri-heteroaiyi where Ri-heteroaiyi is as defined above, 

(8) -(CH 2 ) 0 4-CO-(Ci-C,\alkyl), 

(9) -(CH 2 )o-4-CO-(C 2 -Ci 2 alkenyl with one, two, or three 

(10) -(CH 2 )(m-CO-(C 2 -Ci 2 a%nyl with one, two, or three 

(1 1) -(CH 2 ) 0 -4-CO-(C3-C 7 cycloalkyl), 

(12) -(CH 2 )o-4-CO-Ri-aryi where RVaryi is as defined above, 
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above, 
defined above, 



(13) -(CH 2 )o-4-CO-Ri.heteroaryi where R } -heteroaryi is as defined 

(14) -(CH 2 )o^-CO-Ri-heterocycIe where Rl-heterocycle IS as 



(15) -(CH 2 )o-4-CO-Rn^ where Rn-4 is selected from the 
group consisting oKmorpholinyl, thiomorpholinyl, piperazinyl, piperidinyl, 
homomorpholinyl, hamothiomorpholinyl, homothiomorpholinyl S-oxide, 
homothiomorpholinyl S,S-dioxide, pyrrolinyl and pyrrolidinyl where each group is 
optionally substituted with one, two, three, or four of: Ci-Ce alkyl, 

(16)V(CH2)o-4-CO-0-Rn-5 where Rn-5 is selected from the group 



consisting of: 

above, 
bonds, 
bonds, 



(a) Ci-C 6 alkyl, 

(b) -(CH2)o-2-(Ri-aryi) where Ri-aryi is as defined 

(c) C2-C6 alkenyl containing one or two double 



0 



-C^alkynyl containing one or two triple 



\C-j cycloalkyl, and 



defined above, 
defined above, 



(f) -(Ci^) 0 -2-(Rl-heteroaiyl) where Rl -heteroaryi is as 

(17) -(CH2)o-4-SO^NRn-2Rn-3 where Rn- 2 and Rn-3 are as 



(18) ^CH 2 ) 0 ^-SO-(C,\C 8 alkyl), 

(19) ^^o^-SOaXCrCn alkyl), 
(20) -(CH 2 )o-4-S02-(C3-C 7 cycloWyl), 

(21) -(CH 2 ) 0 -4-N(H or R N J\)-CO-0-R N -5 where R N . 5 can be 
the same or different and is as defined above, 

(22) -(CH 2 ) 0 -4-N(H or R N . 5 )-^0-N(R N - 5 )2, where R N _ 5 can 
be the same or different and is as defined above, 



201 



13615.41USU1AVOU1 



PATENT 



(23) -(CH 2 )o-4-N-CS-N(R N ,5)2, where R N . 5 can be the same 
or different andSjs as defined above, 

(24) -(CH 2 )(m-N(-H or Rn- 5 )-CO-R N -2 where R N _ 5 and R N . 2 
can be the same or different and are as defined above, 

(25) -(CH 2 )o^-NR n . 2 Rn-3 where R N _ 2 and R N _ 3 can be the 
same or different and akp as defined above, 

(26) -(CH 2 )o-4-Rn-4 where Rn-4 is as defined above, 

(27) -(CH 2 ) 0 ^-O-CO-(Ci-C 6 alkyl), 
y(28) -(CH 2 )o^-0-P(0)-(OR N .aryi-i) 2 where R N -aryi-i is -H or 



C1-C4 alkyl, 

above, 

above, 



(29) -(CH 2 )o-4-0-CO-N(R N - 5 )2 where R N _ 5 is as defined 

(30) -VcH 2 )o-4-0-CS-N(Rn. 5 )2 where R N . 5 is as defined 

(31) -(CM 2 )o_4-0-(Rn-5)2 where Rn-5 is as defined above, 



(32) -(CH ; 



above, 



io-4-0-( Rn-s)2-COOH where R N -5 is as defined 



£frS-( Rn-s)2 where Rn-5 is as defined above, 
)oiHp-(Ci-C6 alkyl optionally substituted with 



(33) -(CH,ft 

(34) -(CHj) 
one, two, three, four, or five of -F), 

(35) C3-C7 cycloalkyl, 

(36) C2-C6 alkenyl with one or two double bonds optionally 
substituted with C r C 3 alkyl, -F, -CI, -Br, -I, -OH, -$H, -ON, -CF 3 , C1-C3 alkoxy, or - 
NRi_ a Ri-b where Ri_ a and Ri_b are as defined above, 

(37) C2-C6 alkynyl with fone or two triple bonds optionally 
substituted with C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH,\C=N, -CF 3 , d-C 3 alkoxy, or - 
NRi-aRi-b where Ri_ a and Ri_b are as defined above, or 

(38) -(CH 2 )o-4-N(-H or R n _ 5 )\S0 2 -Rn-2 where R N - 5 and R N - 2 
can be the same of different and are as described above, 

(39) -(CH 2 ) 0 ^- C3-C7 cycloalk) 

(C) RN-aryl-W-RN-aryU 



202 



13615.41USU1AVOU1 



PATENT 



(D) RN-ary1-W-R N .heteroaryU 

(E) RN-aryl-W-R N .i. h eterocycle 5 where Rn-l-heterocycle IS the Same as Ri- 

heterocyciej as deYined above, 

(F) RN-heteroaryl-W-RN-aryl 5 

(G) RN-heteroaryl-W-RN-heteroary]> 

(H) RN-heteroaryl" W-R] -heterocycle? 

(I) Ri-heterocycIe-W-RN-aryU 
(J) Rl-heterocycle-W-RN-heteroarylj and 

Rl -heterocycle"W-Ri -heterocyclej 

t where W is 

(1) -(CH 2 ) 0 -4- ? 

(2) -0-, 

(3) -S(O) 0 -2-, 

^(4) -N(R N -5)- where Rn-5 is as defined above, or 
5)-CO-; 

i alkylVYhere alkyl is optionally substituted with one, 
) consisting of: 



ttie 



(II) -CO-(Ci-Cioi 
two, or three substituents selected 

(A) -OH, 

(B) -Ci-C 6 /alko> 

(C) -Ci-QthioalkoVy, 

(D) -CO-O-Rn-s whete R N - 8 is -H, Ci-C 6 alkyl or -phenyl, 

(E) -CO-NRn-2Rn-3 where Rn-2 and Rn-3 are the same or different 
and are as defined above, 

(F) -CO-Rn-4 where R N -4 i\as defined above, 

(G) -S0 2 -(Ci-C 8 alkyl), 

(H) -SO2-NRN-2RN-3 where Rft-2 and Rn-3 are the same or different 
and are as defined above, 

(I) -NH-CO-(Ci-C 6 alkyl), 

(J) -NH-CO-O-Rn-8 where R N _ 8 ii as defined above, 
(K) -NR N -2Rn-3 where R N -2 and Rfl 3 are the same or different and 

are as defined above, 
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as defined above, 



(L) -Rn-4 where Rn-4 is as defined above, 
(M) -0-CO-(C,-C 6 alkyl), 

(N) -O-CO-NRn-sRn-8 where R N -8 are the same or different and are 

\(0) -0-(Ci-C 5 alkyl)-COOH, 

) -0-(Ci-C6 alkyl optionally substitued with one, two, or three 



-F, -CI, -Br, or -I), 



(Q) XNH-S0 2 -(Ci-C 6 alkyl), and 
(R) -F,\r-Cl, 

(III) -CO-(Ci-cklkyl)-0-(Ci-C 6 alkyl) where alkyl is optionally 
substituted with one, two, or threeysubstituents selected from the group consisting of: 

(A) -OH, 

(B) -Ci-C 6 alk&xy, 

(C) -C1-C6 thioalkoxy, 

(D) -CO-0-R N . 8 where R N -s is -H, Ci-C 6 alkyl or , -phenyl, 

(E) -CO-NRN-2RN-3>$here Rn-2 and Rn-3 are the same or different 
and are as defined above, 

(F) -CO-Rn-4 where R|j-\is as defined above, 

(G) -S0 2 -(Ci-C 8 alkyl) 

(H) -SO2-NRN-2RN-3 where f^_ 2 and R N -3 are the same or different 
and are as defined above, 

(I) -NH-CO-(Ci-C 6 alkyl), 

(J) -NH-CO-O-Rn-8 where Rn-8 isVs defined above, 
(K) -NR N -2Rn-3 where R N -2 and R N _3\are the same or different and 

are as defined above, 

(L) -R>m where Rn-4 is as defined abov£ 
(M) -0-CO-(C r C 6 alkyl), 

(N) -0-CO-NR N -8Rn-8 where the R N -ss are l|ie same or different 
and are as defined above, 

(O) -0-(Ci-C 5 alkyl)-COOH, 
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(P) -0-(Ci-C6 alkyl optionally substituted with one, two, or three 



-F, -CI, -Br, or -I) 



(Q) -NH-S0 2 -(C!-C 6 alkyl), and 
(R)-F, or -CI, 

(IV) -aO-(Ci-C 6 alkyl)-S-(C 1 -C 6 alkyl) where alkyl is optionally 
substituted with one, twb, or three substituents selected from the group consisting of: 

(a\-oh, 

(B) VvC 6 alkoxy, 

(C) -Gi-Ce thioalkoxy, 

(D) -CO-O-Rn-8 where Rn-8 is as defined above, 

(E) -COaJSIRn-2Rn-3 where R N _2 and R N _ 3 are the same or different 
and are as defined above, 

(F) -CO-RiA where Rn^ is as defined above, 

(G) -S0 2 -(C,V 8 alkyl), 

(H) -SC>2-NRn-2^n-3 where Rn-2 and R N -3 are the same or different 
and are as defined above, 

(I) -NH-CO-(C r C\ a%l), 



(J) -NH-CO-0-R N J 
(K) -NR N . 2 R N -3 whe 



re Rn-8 is as defined above, 

n-2 and Rn-3 are the same or different and 



are as defined above, 



as defined above, 



(L) -Rn-4 where R^ is as\defined above, 
(M) -0-CO-(Ci-C 6 alkyl), 

(N) -0-CO-NRn-8Rn-8 where^N-8 are the same or different and are 

(O) -0-(Ci-C 5 alkyl)-COOH, 
(P) -0-(Ci-C6 alkyl optionally substituted with one, two, or three 



~F, -CI, -Br, or -I), 



(Q) -NH-S02-(C!-C 6 alkyl), and 
(R) -F, or -CI, 

(V) -CO-CH(-(CH 2 )o-2-0-RN-lo)-(CH2)o-2-RN-aryl/RN-heteroaryl) where RN-aryl 

and RN-heteroaryi are as defined above, where Rn-io is selected from t|ie group consisting of: 
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y (A) -H, 

\ (B)Ci-C 6 alkyl, 

\ (C) C3-C7 cycloalkyl, 

\ (D) C2-C6 alkenyl with one double bond, 

\ (E) C2-C6 alkynyl with one triple bond, 
\ (F) Ri-aryi where Ri- ary i is as defined above, and 
\ (G) RN-heteroaryi where RN-heteroaryi is as defined above, or 
(VI) -^CO-(C3-C8 cycloalkyl) where alkyl is optionally substituted with one 
or two substituents selected from the group consisting of: 
(A-(CH 2 ) 0 -4-OH, 

(B) \cH 2 )o-4-Ci-C 6 alkoxy, 

(C) -(GH2)0-4"Ci-C6 thioalkoxy, 

(D) -(CH2)o_4-CO-0-R N -8 where R N _ 8 is -H, Ci-C 6 alkyl or - 
phenyl, \ 

(E) -(CH2)o\-CO-NR n . 2 Rn-3 where R N -2 and R N -3 are the same or 
different and are as defined above, 

(F) -(CH2)o-4?St?-RN-4 where Rn-4 is as defined above, 

(G) -(CH 2 )o-Jsi)\(C 1 -C 8 alkyl), 

(H) -(CH2)o-4-S02-^Rn-2Rn-3 where Rn-2 and R N -3 are the same or 
different and are as defined above, 

(I) -(CH 2 ) 0 -4-NH-CO-(a-C 6 alkyl), 

(J) -NH-CO-O-Rn-8 where K n . 8 is as defined above, 
(K) -(CH2)o-4"NRn-2Rn-3 wl^ere R N - 2 and R N -3 are the same or 
different and are as defined above, 

(L) -(CH2)o-4-Rn-4 where R N -4 ^ as defined above, 
(M) -0-CO-(Ci-C 6 alkyl), 
(N) -0-CO-NR n . 8 Rn-8 where R N -8 a\e the same or different and are 



as defined above, 



(O) -0-(Ci-C 5 alkyl)-COOH, 
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-F, -CI, -Br, or\l), 



(P) -0-(Ci-C 6 alkyl optionally substituted with one, two, or three 

(Q) -NH-S0 2 -(Ci-C 6 alkyl), and 
(R) -F, or -CI; 



where Rn-a is selected from the group consisting of H, Ci - Cio alkyl, C2 - C10 
alkenyl and alkynyl, phenyl, Ci - C4 alkyl-RN-aryi , Ci - C4 alkyl-RN-heteroaryi , Ci - C4 
alkyl-C 3 -C 7 cycloalkyl and Ci - C 4 alkyl-Ri- he terocycie, wherein each multi-atom group may 
be optionally substituted with one, two, or three substituents independently selected from 
the group consisting of -F, -CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, -C(0)0-Ri_ a , and - 
NRi_ a Ri-b where Ri. a and Ri-bV e _H > C\-C 6 alkyl or phenyl; 



where Z is selected from the group consisting of: 

(A) -C(0)-\ 

(B) -S(0)!. 2 ^ 

(C) -C(0)-Xn-\- where Xn-i is selected from the group consisting 



1S1 



of -0-, -S- and -NR*- and where R' i 
(D) a single bom 



efined above; and 



where Rc is: 

(I) -Ci-Cio alkyl optionally substituted with one, two or three substituents 
selected from the group consisting of C1-C3 alksyl, -F, -CI, -Br, -I, -OH, 

-SH, -ON, -CF 3 , Ci-Ce alkoxy, -O-phenyl, -NRi. a Ri. b where Ri_ a and Ri_ b are as defined 
above, -OOO NRi_ a Ri-b where Ri_ a and Ri_ b are as defined above, -S(=O) 0 -2 Ri- a where 
Ri_ a is as defined above, - NRi_ a C=0 NRi- a Ri-b where Ri- a and Ri_ b are as defined above, - 
OO NRi_ a Ri-b where Ri_ a and Ri_b are as defined aboye, and -S(=0)2 NRi- a Ri-b where Ri_ 
a and Ri_b are as defined above, 

(II) -(CH2)o-3-(C3-Cg) cycloalkyl where cVcloalkyl can be optionally 
substituted with one, two, or three substituents selected frqm the group consisting of C\- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O-phenyl, -CO-OH, - 
CO-0-(Ci-C 4 alkyl), and -NRi- a Ri- b where Ri_ a and Ri_ b are as\defined above, 
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(III) -(CRc-xRc-y)o^-Rc-aryi where Rc-x and Rc- y are 

(A) -H, 

(B) C1-C4 alkyl optionally substituted with one, or two -OH, 

(C) C1-C4 alkoxy optionally substituted with one, two, or three -F, 
v (D)-(CH 2 )o-4-C 3 -C7 cycloalkyl, 

i) C2-C6 alkenyl containing one or two double bonds, 
(FXC2-C6 alkynyl contianing one or two triple bonds, 
(G) phenyl-, or 

(A)Co-C4 alkylC(O) NRi. a Ri-b where Ri_ a and Ri.bare as defined 



above, 



and where Rc- X and Rc- y are taken together with the carbon to which they 
are attached to form a carbocycle of three, four, five, six, or seven carbon atoms, 
optionally where one carbon atom isVeplaced by a heteroatom selected from the group 
consisting of -0-, -S-, -SO2-, -NR N _2- Vnd Rc- ar yi where Rc-aryi is the same as RN-aryi and 
where Rc-aryi may optionally be substituted with -C0-C4 alkyl-C(O) NRi. a Ri-b, C0-C4 
alkylC(O) ORi_ a where Ri_ a and R^are as dfefined above, 



]Wh^e Rc-heteroaryl IS the Same as RN-heteroaryl 

ar 4 where Rc-aryi, Rc- X and Rc_ y are as defined 



(IV) -(CRc- x Rc-y)o-4-Rc-heteroa\ 

and Rc-x and Rc- y are as defined above, 

(V) -(CRc- x Rc-y)o^-Rc-aryrRc 

above, 

(VI) -(CRc- x Rc-y)o-4-Rc-aryl~Rc-heter^ryl where Rc- ar yl , Rc-heteroaryl, Rc-x and 

Rc-y are as defined above, 

(VII) -(CRc-xRc-y)o^-Rc-heteroaryl-Rc-aryl where Rc -heteroaryl, Rc-aryi, Rc-x and 

Rc-y are as defined above, 

(VIII) -(CRc- x Rc-y)o-4-Rc-heteroaryl-Rc-heter\aryl where Rc-heteroaryl, Rc-x and Rc-y 

are as defined above, 

(IX) -(CRc-xRc-y)o^-Rc-aryl-Rc-heterocycle wh^re Rc-heterocycle is the Same as 

Ri-heterocycie, and where Rc-aryu Rc-x and Rc-y are as defined above, 

(X) -(CRc- x Rc-y)o-4-Rc-heteroaryl-Rc-heterocycle wh^re Rc-heteroaryl, Rc-heterocycle, 

Rc- X and Rc- y are as defined above, 
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t (XI) -(CRc- x Rc-y)o-4-Rc -heterocycle" Rc-aryi where Rc -heterocycle j Rc-aryi,Rc-x and 



Rc- y are as defined above, 



QI) -(CRc-xRc-y)o-4 _ Rc-heterocyc]e-Rc-heteroaryl where Rc-heterocycle> Rc-heteroary], 



Rc-x and Rc- y are vis defined above, 

(XMI) -(CRc_ x Rc-y)o^"Rc-heterocycle-Rc-heterocycle where Rc-heterocycle, Rc-x and 

Rc-y are as defined above, 

(XIV) \(CRc- x Rc-y)o-4-Rc-heterocycie where Rc-heterocycie, Rc-x and Rc- y are as 

defined above, 

(XV) -[C^Rc-0(Rc-2)]i-3-CO-N-(Rc-3)2 where Rc-3 is as defined below and 
Rc-i, Rc-2 are the same or different and are selected from the group consisting of: 

(A) -k 

(B) -C\-C6 alkyl, optionally substituted with up to three 
substituents independently selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, 
-I, -OH, -SH, -ON, -CF 3 , Ci-C\ alkoxy, -O- phenyl, and -NRi. a Ri_ b where Ri_ a and Ri_ b 
are as defined above, 

(D) C2-C6 alkenyl with one or two double bonds, optionally 



substituted with one, two or three su 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, 




jstituents selected from the group consisting of Ci- 
fTCi-Ce alkoxy, -O- phenyl, and -NRi_ a Ri- 



b where Ri_ a and Ri_b are as defined it 5ove, 

(E) C2-C6 alkj lyl^ith one or two triple bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of d- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON,\:F 3 , Ci-C 6 alkoxy, -O- phenyl, and -NRi_ a Ri_ 
b where Ri_ a and Ri_b are as defined above, 

(F) -(CH 2 ) 1 . 2 -S(0)o.2-(a-C 6 alkyl), 

(F) -(CH 2 )o-4-C 3 -C7 cycloalkyl, optionally substituted with one, 
two or three substituents selected from the groupVonsisting of Ci-C 3 alkyl, -F, -CI, -Br, 
I, -OH, -SH, -ON, -CF 3 , C r C 6 alkoxy, -O- phenyl, and -NRi- a Ri_ b where Ri_ a and Ri_ b 
are as defined above, 

(G) -(C1-C4 alkyl)-Rc»-aryi wher)s Rc-aryi is as defined for Ri- ary i, 

(H) -(C1-C4 alkyl)-Rc-heteroaryi whtere Rc-heteroaryi is as defined above, 

(I) -(Ci-C 4 alkyl)-Rc-heterocycie whefe Rc-heterocycie is as defined above, 
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(J) -Rc-heteroaryi where Rc-heteroaryi is as defined above, 
(K) -Rc-heterocycie where Rc-heterocycie is as defined above, 
(M) -(CH 2 )i-4-Rc^-(CH 2 )o-4-R C - a r y i where Rc-4 is -0-, -S- or 
-NRc-5- where Rc-5 J^Ci-Ce alkyl, and where Rc-aryi is defined above, 

-(CH2)l^-Rc-4-(CH2)o^-Rc-heteroaryl where Rc-4 and Rc-heteroaryl 

are as defined above, an 

(O) ^Re-ary! where Rc^aryi is as defined above, 
and where Rc-3 is the same ok different and is 

(A) -H, 

(B) -Ci-CXalkyl optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -C=N, -CF 3 , C1-C6 alkoxy, -0-\phenyl ? and -NRi- a Ri-b where Ri_ a and Ri_ b are as 
defined above, 

(C) C2-C6 alkenyXwith one or two double bonds, optionally 
substituted with one, two or three substitufente selected from the group consisting of Ci- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C=N, 
b where Ri, a and Ri_b are as defined above, 

(D) C 2 -C 6 alkynyl wi 

substituted with one, two or three substituents selected from the group consisting of Ci- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C=N, -CF 3 , C\-C 6 alkoxy, -O- phenyl, and -NR^Ri. 
b where Ri_ a and Ri_b are as defined above, 

(E) -(CH2)o^-C3-C7 cycloalkyl,\pptionally substituted with one, 
two or three substituents selected from the group consisting of Ci-C 3 alkyl, -F, -CI, -Br, - 
I, -OH, -SH, -C=N, -CF3, Cj-Ce alkoxy, -O- phenyl, -NR\ a Ri_ b where Ri_ a and Rj_b are as 
defined above, 

(F) -Rc-aryi where Rc-aryi is as defined above, 

(G) -Rc-heteroaryi where Rc-heteroaryi is as defined above, 

(H) -Rc-heterocycie where Rc-heterocycie is as (defined above, 
(I) -(C1-C4 alkyl)-Rc»- ary i where Rc-aryi is as defined above, 

(J) -(C1-C4 alky l)-Rc-heteroaryi where Rc-heteroa\i is as defined above, 

or 



C\-Ce alkoxy, -O- phenyl, and -NR]. a Ri. 
e or two triple bonds, optionally 
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\ (K) -(C1-C4 alkyl)-Rc-heterocycie where Rc-heterocycie is as defined 
above, \ 

(XvQ) -CH(Rc. ary i)2 where Rc-aryi are the same or different and are as 
defined above, \ 

(XVII) V-CH(Rc-heteroaryi)2 where Rc-heteroaryi are the same or different and 
are as defined above, \ 

(XVIII) -CH(Rc. a ryl)(Rc-heteroaryl) where Rc-aryl and Rc-heteroaryl are as 

defined above, \ 

(XIX) -cyclopWyl, -cyclohexyl, or -cycloheptyl ring fused to Rc-aryi or 

Rc-heteroaryl Or Rc-heterocycle where\Rc_ ary i Or Rc-heteroaryl Or Rc-heterocycle are as defined above 

where one carbon of cyclopentylV cyclohexyl, or cycloheptyl is optionally replaced with 
NH, NRn-5 ? O, or S(=0)o-2 , and where cyclopentyl, cyclohexyl, or cycloheptyl can be 
optionally substituted with one or tWo -C1-C3 alkyl, -F, -OH, -SH, -ON, -CF 3 , C r C 6 
alkoxy, =0, or -NRi_ a Ri_b where Ri_ a and Ri_b are as defined above, 

(XX) C2-C10 alkenyl contkining one or two double bonds optionally 
substituted with one, two or three substiments selected from the group consisting of Ci- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C=N,\p 3 , d-C 6 alkoxy, -O- phenyl, and -NRi_ a Ri_ 
b where Ri_ a and Ri_b are as defined above, \ 

(XXI) C2-C10 alkynyl containing one or two triple bonds optionally 
substituted with one, two or three substituents selected from the group consisting of Ci- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C=N, -CF 3 , Oj-C 6 alkoxy, -O- phenyl, and -NRi_ a Ri_ 
b where Ri_ a and Ri_b are as defined above, \ 

(XXI) -(CH2)o-i-CHRc-6-(CH 2 )o-i-RcAi where Rc -aryl IS as defined above 
and Rc-6 is -(CH 2 ) 0 ^-OH, \ 

(XXn) -<CH2)o-i-CHR c ^-(CH2)o-i-Rc -hetenparyl where Rc-heteroaiyi and Rc^ is 
as defined above, \ 

(XXIII) -CH(-Rc-aryi or ^^616^1)^0-0(0,-04 alkyl) where Rc-aryi and 
Rc-heteroaryi are as defined above, \ 

(XXIV) -CH(-CH2-OH)-CH(-OH)-phenyl-No\ 

(XXV) (Ci-C 6 alkyl)-0-(C,-C 6 alkyl)-OH, \ 
(XXVII) -CH2-NH-CH 2 -CH(-0-CH2-CH 3 )2, or \ 
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(XXVIII) - (CH 2 )o-6-C(-NR,. a )(NRi.aRi-b) where Ri_ a andRt. b are as 
defined above, 



where KW. A is H, Ci - Cio alkyl, C2 - C10 alkenyl and alkynyl, phenyl, Ci - C4 
alkyl-R N -aryi , Ci AC4 alkyl-RN-heteroaryi , Ci - C 4 alkyl-C3-C7 cycloalkyl, or Ci - C 4 alkyl- 
Ri-heterocycie, wherein^each multi-atom group may be optionally substituted with one, two, 
or three substituents independently selected from the group consisting of -F, -CI, -OH, - 
SH, -C=N, -CF 3 , Ci-C 3 \lkoxy, -C(0)0-Ri_ a , and -NRi_ a Ri_ b where R Na and R^are -H, 
C 1 -Ce alky 1 or phenyl ; \ 

where Rc-a, -Z-Rc, and the nitrogen atom to which they attach may cyclize to 
form a ring or fused rings chosen from the group consisting of 5-8 membered 
heterocyclics having up to 2 hetWoatoms in addition to the ring nitrogen defined above 
chosen from the group consistingW N, O, and S, which may optionally be fused with 
one, or two phenyl, pyridyl, cyclohexyl, piperidinyl or morpholinyl, 

where the ring or fused rings may optionally have one, two, or three substituents 
independently chosen from the group o£ 
(l)C r C 6 alkyl, 



C2-C6 alkenyl with one 
C2-C6 alkynyl with one 



/o double bonds, or 
/o triple bonds, wherein each may be 
optionally substituted with one, two, or three substituents selected from the group 
consisting of -F, -CI, -OH, -SH, -C=N, -CF3, Ci-^3 alkoxy, and -NRi_ a Ri- b where Ri_ a and 
Ri-b are -H or C\-Ce alkyl, 

(2) -F, CI, -Br, or -I, 

(3) -C1-C6 alkoxy optionally substitute^ with one, two, or three -F, 

(4) -NRn-2Rn-3 where Rn-2 and Rn-3 are defined below, 

(5) -OH, 

(6) -GsN, 

(7) O (oxo), 

(8) -CO-(Ci-C 4 alkyl), 

(9) -S02-NRi_ a Ri-b where Ri_ a and R]. b are as defined above, or 

(10) -CO-NRi- a Ri- b where Ri_ a and Ri_ b are as defined above, 
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or a pharaiaceutically acceptable salt thereof. 

16. A disubVtituted amine of claim wherein Ri is: 
-(CHA.i-(R l4By i), or 

-(CH 2 ) n V (Rl -heteroaryl) • 



17. A disubstitutedNamine of claim 16, wherein R\ is: 

-(CH 2 )-(Ri -aryVor 
-(CH2)-(Rl -heterdaryl)- 



18. A disubstituted aminem" claim K7, wherein R\ is -(CH 2 )-(Ri. a ryi) where Ri. ar yi is 
phenyl. 



19. A disubstituted amine of ell 



wherein Ri is substituted with two -F. 



20. A disubstituted amine of clain\l 9, wherein the -F substitutions are on the -3 and -5 
positions. 




21. A disubstituted amine of claim 15^ werein R 2 and R3 are both -H 

\ \ 

22. A disubstituted amine of claim b5, wherein Rc is: 

-Ci-Cgalkyl, > 
-(CH 2 )o-3-(C3-C 7 ) cycloalkyl, 

-(CRc- x Rc-y)o-4-Rc-aryl 5 

-(CRc- x Rc-y)o-4-Rc -heteroaryl, 

-(CRc- x Rc-y)o-4-Rc-heterocycle> Or 

-Cyclopentyl Or -Cyclohexyl ring fused tO Rc-ar\l Or Rc-heteroaryl Or Rc- heterocycle. 

23. A disubstituted amine of claim 22, wherein Rc is: 

I 

-(CH 2 )o- 3 -(C3-C 7 ) cycloalkyl, 

-(CRc- x Rc-y)o-4-Rc-aryl> 
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-(CRr-xRc-y)o-4-Rc-heteroaryl, 
-(CRA x Rc-y)o-4-Rc-heterocycle> 

-Cydop^ntyl Or -Cyclohexyl ring fllSed tO a Rc-aryl Or Rc-heteroaryl Or Rc-heterocycle. 

24. A disubstituted amine of claim v 23, wherein Rr is: 

. v 

-(CRc- x Rc-y)0t4-Rc-aryl ? 
-(CRc-xRc-y)o-4VRc-heteroaryl, 

-Cyclopentyl Or\cyclohexyl ring fused tO a Rc-aryl Or Rc-heteroaryl Or Rc-heterocycle. 

\ \ 

25. A disubstituted amine\of claim 24, wherein Rc is: 

-(CRc- x Rc-y)o^-Rc-ai\i where RcYyi is phenyl. 



26. A disubstituted amine of clpim 25, wherein said phenyl is substituted in the 3- 
position or 3,5-positions. 

27. A disubstituted amine of claim^S, wherein Rc-a is: 
-methyl, or 
-ethyl. 



28. A disubstituted amine of claim 15, wherein Z is 



-C(O)-, or 

-C(0)-X N _i- where Xn-i is selected ffym the group consisting of -0-, -S- and - 

NR'-. 




29. A disubstituted amine of claim ly, wherein 1% is: 

-Rn-i-Xn- where X N is -CO-, where R N -i is^R N -aryi or RN-heteroaryi where RN-aryi is 
phenyl where the substitution on phenyl is 1,3-, and ^here RN-aryi or RN-heteroaryi are 
substituted with one -CO-NRn-2Rn-3> 

-R n .i-Xn- where Xn is-CO-, where Rn-i is Rn-aryiVr RN-heteroaryi where RN-aryi is 
phenyl substituted with one Ci alkyl where the substitution on the phenyl is 1,3,5-, and 
where RN-aryi or RN-heteroaryi are substituted with one -CO-NRV2RN-3, or 
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-R N _i : X N - where X N is -CO-, where R N -i is Rw-heteroaryi where RN-heteroaryi is 
substituted with one -CO-NRn-2Rn-3. 



30. A disubstituted amine of claim^, wherein Rn-2 and R N -3 are the same and are C3 
alkyl. ^ 



31 . A disubstituted amine of claim 2% wherein Rn-i-Xn- where Xn is -CO-, where R N -i 
is RN-aryi where RN\ryi is phenyl substituted with one -CO-NRn-2Rn-3 where the 
substitution on phenyl is 1,3-. 

32. A disubstituted ami^e of claim^, wherein R N -i-Xn- where Xn is-CO-, where Rn-i is 
RN-aryi where Rn-aryi is phenyl substituted with one Ci alkyl and with one -CO-NRn-2Rn-3 
where the substitution on th^phen^is 1,3,5-. 

33. A disubstituted amine of claim 2)9, wherein Xn is -CO- , or -SO2-. 



34. A disubstituted amine of clairr^2£, wherein Xn is -CO-. 

35. A compound according to claiffitflNpr claim 15 selected from the group consisting of: 

6-({[[(2S,3S)-4-(3,5-difluoro|)hehyl)-3-({3- 
[(dipropylamino)carbonyl]benzoyl}amino5(-2- 
hydroxybutyl](ethyl)amino]carbonyl} aminoJhexanoic acid, 

N 1 -((lS ? 2S)-l-(3,5-difluorobenzyl)-3-\ethyl[(isobutylamino)carbonyl]amm^ 
hydroxypropyl)-N 3 ,N 3 -dipropylisophthalamide\ 

N 1 -[(lS,2S)-3-[(butylsulfonyl)(ethyl)amino]-l-(3,5-difluoro^ 
hydroxypropyl]-5-methyl-N 3 ,N 3 -dipropylisophthammide, 

N 1 -((lS,2R)-l-(3,5-difluorobenzyl)-2-hydro\y-3-{(2S)-2- 
[(isobutylamino)carbonyl]piperidinyl}propyl)-5-m 

N 1 -[(lS 5 2R)-l-(3,5-difluorobenzyl)-2-hydroxy-S-(4-methyl-l- 



piperazinyl)propyl]-5-methyl-N ,N -dipropylisophthalamide, 
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x *[-{(lS,2R)-l-(3,5-difluorobenzyl)-2-h^^ 
oxoethyl]methyl)amino]propyl}-5-methyl-N 3 5 N 3 -dipropylisophA 

N'-WlS^RH-^S-difluoro^ 
methyl-2-oxoethyl](methyl)amino]propy 

N 1 4(lY2R)-l-benzyl-2-hydroxy-3-(13-thiazolidin-3-yl)^ 
dipropylisophtflalamide, and 

N 1 - {( 1 S,4R)-1 -benzyl-3-[4-(4-fluorophenyl)- 1 -piperazinyl]-2-hydroxypropyl} - 
N 3 ,N 3 -dipropylisoahthalamide. 



36. A method of treating a patient who has, or in preventing a patient from getting, a 
disease or condition selected from the group consisting of Alzheimer's disease, for 
helping prevent or delayuhe onset of Alzheimer's disease, for treating patients with mild 
cognitive impairment (MGI) and preventing or delaying the onset of Alzheimer's disease 
in those who would progress from MCI to AD, for treating Down's syndrome, for 
treating humans who have Hereditary Cerebral Hemorrhage with Amyloidosis of the 
Dutch-Type, for treating cerebral amyloid angiopathy and preventing its potential 



consequences, i.e. single and ri 
dementias, including dementiasl 



ent lobar hemorrhages, for treating other degenerative 
ixed vascular and degenerative origin, dementia 
associated with Parkinson's dise^seXdementia associated with progressive supranuclear 
palsy, dementia associated with cortical basal degeneration, diffuse Lewy body type of 
Alzheimer's disease and who is in needof such treatment which comprises administration 
of a therapeutically effective amount of ^compound selected from the group consisting 
of a disubstituted amine of formula (I) 
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where Ri is: 

\ (I) C1-C6 alkyl, optionally substituted with one, two or three substituents 
selected from tne group consisting of C1-C3 alkyl, C1-C7 alkyl (optionally substituted 
with C1-C3 alkylVd C r C 3 alkoxy), -F, -CI, -Br, -I, -OH, 

-SH, -ON, -CF3, O1-C3 alkoxy, -NRi_ a Ri-b where Ri_ a and Ri-b are -H or Ci-Ce alkyl, and 
-OC=0 NRi-aRi-b where Ri_ a and Ri_b are as defined above, 

(II) -ClWoVHQ-Q alkyl), 

(III) -ChV:H 2 -S(0)o-2-(Ci-C6 alkyl), 

(IV) C2-C6 aikenyl with one or two double bonds, optionally substituted 
with one, two or three substiments selected from the group consisting of -F, -CI, -OH, - 
SH, -ON, -CF 3 , C1-C3 alkoxy\and -NRi. a Ri. b where Ri_ a and Ri_ b are -H or Ci-C 6 alkyl, 

(V) C2-C6 alkynylWith one or two triple bonds, optionally substituted with 
one, two or three substituents selected from the group consisting of -F, -CI, -OH, -SH, - 
ON, -CF 3 , C1-C3 alkoxy, and -NRi\Ri_b where Ri_ a and Ri_b are -H or C1-C6 alkyl, 

(VI) -(CH2)ni-(Ri aryi) where ni is zero or one and where Ri- ary i is phenyl, 
1-naphthyl, 2-naphthyl and indanyl, inde^l, dihydronaphthalyl, or tetralinyl optionally 
substituted with one, two, three, or four oltne following substituents on the aryl ring: 

(A) Ci-Ce alkyl optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, 
-ON, -CF3, C1-C3 alkoxy, and-NRi_ a Rt_b where Ri_ a and Ri_b are as defined above, 

(B) C2-C6 aikenyl with onfe or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 

-F, -CI, -OH, -SH, -ON, -CF 3) C r C 3 alkoxy, -NRi W b where R Ua and Ri. b are -H or Ci- 
C 6 alkyl, \ 

(C) C2-C6 alkynyl with one or two triple bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of -F, - 
CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, and -NRi_ a Ri-b Wiere Ri_ a and Ri_ b are -H or C r 
C 6 alkyl, \ 

(D) -F,Cl,-Bror-I, \ 

(F) -Ci-Ce alkoxy optionally substituted with one, two, or three -F, 

(G) -NRn-2Rn-3 where Rn-2 and Rn-3 are ak defined below, 
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\ (H)-OH, 
\ (I) -ON, 

\ (J) C3-C7 cycloalkyl, optionally substituted with one, two or three 

substituents selected from the group consisting of -F, -CI, -OH, -SH, -C=N, -CF 3 , C1-C3 
alkoxy, and -NR\ a Ri-b where Ri_ a and Ri_ b are -H or C\-Ce alkyl, 
\ (K)-CO-(C,-C 4 .alkyl), 

\ (L) -S02-NRi- a Ri-b where Ri_ a and Ri_b are as defined above, 
\M) -CO-NRi.aRi-b where R]. a and Ri-bare as defined above, or 
(m-S0 2 -(C,-C 4 alkyl), 
(VII) -(Clft)nr(Ri-heteroaryi) where ni is as defined above and where Ri_ 
heteroaryi is selected from the gr° u P consisting of: 

pwidinyl, 
pyrimidinyl, 
quinoiinyl, 
benzotnienyl, 
indolyl, \ 
indolinyl, \ 
pryidazinylA / - 
pyrazinyl, ~7T" 
isoquinolyl, \ 
quinazolinyl, \ 
quinoxalinyl, \ 
phthalazinyl, \ 
imidazolyl, \ 
isoxazolyl, \ 
pyrazolyl, \ 
oxazolyl, \ 
thiazolyl, \ 
indolizinyl, \ 
indazolyl, \ 
benzothiazolyl, \ 
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benzimidazolyl, 

benzofuranyl, 

furanyl, 

thienyl, 

pyrrolyl, 

oxadiazolyl, 

.thiadiazolyl, 

nriazolyl, 

tetrazolyl, 

oxazblopyridinyl, 

irnidazbpyridinyl, 

isothiazolyl, 

naphthyridinyl, 

cinnolinyl, \ 

carbazolyl, \ 

beta-carbolinyl\ 

isochromanyl, ]7\ S 

chromanyl, 

tetrahydroisoqulnolmyl, 

isoindolinyl, \ 

isobenzotetrahyckofuraiWl. 

isobenzotetrahydrothienyl^ 

isobenzothienyl, 

benzoxazolyl, 

pyridopyridinyl, 

benzotetrahydrofuranyl, 

benzotetrahydrothienyl, 

purinyl, 

benzodioxolyl, 

triazinyl, 

phenoxazinyl, 
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phenothiazinyl, 
pteridinyl, 
benzothiazolyl, 
imidazopyridinyl, 
imidazothiazolyl, 
dihydrobenzisoxazinyl, 
benzisoxazinyl, 
benzoxazinyl, 
dihydrobenzisothiazinyl, 
benzopyranyl, 
ybenzothiopyranyl, 

)urnarinyl, 
isocoumarinyl, 
chromonyl, 
chromanonyl, 
pyridinVl-N-oxide, 
tetrahycfrofoinolinyl 



dihydrc 
dihydrc 
dihydrc j 



ilinonyl 



isoquinolinonyl 
dihydrocoumarinyl 
dihydroisocouma^nyl 
isoindolinonyl 
benzodioxanyl 
benzoxazolinonyl 
pyrrolyl N-oxide, 
pyrimidinyl N-oxide, 
pyridazinyl N-oxide, 
pyrazinyl N-oxide, 
quinolinyl N-oxide, 
indolyl N-oxide, 
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indolinyl N-oxide, 
isoquinolyl N-oxide, 
quinazolinyl N-oxide, 
quinoxalinyl N-oxide, 
phthalazinyl N-oxide, 
imidazolyl N-oxide, 
isoxazolyl N-oxide, 
oxazolyl N-oxide, 
thiazolyl N-oxide, 
indolizinyl N-oxide, 
\indazolyl N-oxide, 
Wenzothiazolyl N-oxide, 
benzimidazolyl N-oxide, 
pyrrdlyl N-oxide, 
oxadiaWyl N-oxide, 
thiadiazo^ylJsf-oxide, 
triazolyl N\jojcjde, 
tetrazolyl N[^ade, 
benzothiopj/nihyl S-oxide, and 
benzothiopyraiwl S,S-dioxide, 
where the Ri-heteroaryi group is bonded to ^uH 2 ) n i- by any ring atom of the parent R N . 
heteroaryi group substituted by hydrogen such that the new bond to the Ri-heteroaryi group 
replaces the hydrogen atom and its bond, where^heteroaryl is optionally substituted with 
one, two, three, or four: 

(1) C\-Ce alkyl optionally substituted with one, two or three 
substituents selected from the group consisting of CiV^3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -ON, -CF 3 , C1-C3 alkoxy, and-NRi_ a Ri-b where Ri. a and Ri_b are as defined above, 

(2) C2-C6 alkenyl with one or two iiouble bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of -F, - 
CI, -OH, -SH, -C=N, -CF 3 , C1-C3 alkoxy, and -NRi_ a Ri_ b wh6fe Ri_ a and Ri_ b are -H or d- 
C 6 alkyl, 
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^ (3) C2-C6 alkynyl with one or two triple bonds, optionally 

substituted Vith one, two or three substituents selected from the group consisting of -F, - 
CI, -OH, -SH^-CsN, -CF 3 , C1-C3 alkoxy, and-NR^R^b where Ri_ a and Ri_ b are -H or d- 
C 6 alkyl, 

(4) -F, CI, -BR, or -I, 

(6) -Ci-Ce alkoxy optionally substituted with one, two, or three -F, 

(7) -NR N -2Rn-3 where R N _ 2 and R N -3 are as defined below, 

(8) -OH, 
(Vc-N, 

(10) C3-C7 cycloalkyl, optionally substituted with one, two or three 
substituents selected from the group consisting of -F, -CI, -OH, -SH, -C=N, -CF 3 , C1-C3 
alkoxy, and -NRi. a Ri-b where Ri_ a and Ri-b are -H or C\-Ce alkyl, 

(11) -CO-(Ci-C 4 alkyl), 

(12) -SO\-NRi- a Ri-b where Ri_ a and Ri_ b are as defined above, 

(13) -CO-NRi-aRi-b where Ri. a and Ri. b are as defined above, or 

(14) -S02-(Ci-C4 alkyl), with the proviso that when ni is zero Ri_ 
heteroaryi is not bonded to the carbon chain by nitrogen, or 

(VIII) -(CH2) n r(Ri-hete\MAe) where ni is as defined above and Ri-heterocycie 
is selected from the group consisting 
morpholinyl, 
thiomorpholinyl, 
thiomorpholinyl S-o&ide, 
thiomorpholinyl S,S-a\oxide, 
piperazinyl, 
homopiperazinyl, 
pyrrolidinyl, 
pyrrolinyl, 
tetrahydropyranyl, 
piperidinyl, 
tetrahydrofiiranyl, 
tetrahydrothienyl, 
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\ homopiperidinyl, 
\ homomorpholinyl, 
\ homothiomorpholinyl, 

\ homothiomorpholinyl S,S-dioxide, 
\ oxazolidinonyl, 
\dihydropyrazolyl, 
oihydropyrrolyl, 
diKydropyrazinyl, 
dihydropyridinyl, 
dihydropyrimidinyl, 
dihydroWyl, 
dihydropyranyl, 
tetrahydrotftienyl S-oxide, 
tetrahydrothiqnyl S,S-dioxide, and 
homothiomorpholinyl S-oxide, 
where the Ri-heterocycie group is bonded Kyi a A atom of the parent Ri-heterocycie group 
substituted by hydrogen such that the neWtjjHla to the Ri-heterocycie group replaces the 
hydrogen atom and its bond, where heteraWcle is optionally substituted with one, two, 
three, or four: ' \ 

(1) C1-C6 alkyl optionally substituted with one, two or three 
substituents selected from the group consistingW C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, 
-C=N, -CF3, C1-C3 alkoxy, and -NRi. a Ri-b where\Ri. a and Ri_b are as defined above, 

(2) C2-C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of -F, - 
CI, -OH, -SH, -C=N, -CF 3 , C1-C3 alkoxy, and -NRi_ a Ri_ b where Ri_ a and Ri_ b are -H or d- 
C 6 alkyl, \ 

(3) C2-C6 alkynyl with onaor two triple bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of -F, - 
CI, -OH, -SH, -C=N, -CF 3 , C1-C3 alkoxy, and -NRi_ a Ri_ b wtjere Ri_ a and Ri_ b are -H or Ci- 
C 6 alkyl, 

(4) -F, CI, -Br, or -I, 
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(5) Ci-C 6 alkoxy, 

(6) -Ci-Ce alkoxy substituted with one, two, or three -F, 

(7) -NRn-2Rn-3 where Rn_ 2 and R N _3 are as defined below, 

(8) -OH, 

(9) -ON, 

(10) C3-C7 cycloalkyl, optionally substituted with one, two 
or three substituents selected from the group consisting of -F, -Cl, -OH, -SH, -C=N, -CF3, 
C1-C3 alkoxy, and -NRi_ a ^i-b where Ri_ a and Ri_b are -H or C\-Ce alkyl, 

(11) -CO-(C r C 4 alkyl), 

v (12) -S02-NRi_ a Ri-b where Ri_ a and Ri_ b are as defined 

above, 

(1^) -CO-NRi. a Ri.b where Ri_ a and Ri_b are as defined 

above, 

(14) AS0 2 -(Ci-C 4 alkyl), or 

(15) =©, with the proviso that when ni is zero Ri-heterocycie is 
not bonded to the carbon chain by nitrogen; 



where R2 is: 

(I) -H, 

(II) C1-C6 alkyl, optionalM substituted with one, two or three substituents 
selected from the group consisting of C1JC3 alkyl, -F, -Cl, -Br, -I, -OH, 

-SH, -C=N, -CF 3 , C1-C3 alkoxy, and-NRi_ a Ri_Awhere Ri_ a and Ri_b are as defined above, 

(III) -(CH 2 )o-4-R2-i where R 2 -i is^i. ary i or Ri-heteroaryi where Ri- aTy i and R\. 
heteroaryi are as defined above; 

(IV) C 2 -C6 alkenyl with one or two Mouble bonds, optionally substituted 
with one, two or three substituents selected from theVroup consisting of -F, -Cl, -OH, - 
SH, -C=N, -CF 3 , C1-C3 alkoxy, and -NRi. a Ri_ b where Ri_ a and Ri. b are -H or C1-C6 alkyl, 

(V) C2-C6 alkynyl with one or two triple bonds, optionally substituted with 
one, two or three substituents selected from the group consisting of -F, -Cl, -OH, -SH, - 
C=N, -CF 3 , C1-C3 alkoxy, and -NRi_ a Ri_b where Ri_ a and Ri Aare -H or Ci-Ce alkyl, or 
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(VI) -(CH2)(m- C3-C7 cycloalkyl, optionally substituted with one, two or 
three substituents selected from the group consisting of -F, -CI, -OH, -SH, -C=N, -CF3, 
C1-C3 alkoxy, and -NRi_ a Ri_b where Ri_ a and Ri_b are -H or C\-C$ alkyl, 

where^3 is: 
Ofc-H, 

1\-Ce alkyl, optionally substituted with one, two or three substituents 
selected from the griaup consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -CsN, -CF3, Ci-Gb alkoxy, and -NRi. a Ri-b where Ri_ a and Ri_b are as defined above, 

(III) -(CHo)o-4-R2-i where R 2 -i is Ri_ ary i or Ri-heteroaryi where Ri. aryl and Ri_ 
heteroaryi are as defined above; 

(IV) C2-C6 afl^enyl with one or two double bonds, 

(V) C2-C6 alkyl^yl with one or two triple bonds, or 

(VI) -(CH 2 )(m- 0$-C7 cycloalkyl, optionally substituted with one, two or 
three substituents selected from the group consisting of -F, -CI, -OH, -SH, -C=N, -CF3, 
C1-C3 alkoxy, and -NRi_ a Ri-b whereRj. a and Ru, are -H or C\-C& alkyl, 



carbon to which they are attached to form a 
en carbon atoms, optionally where one carbon 
lect&d from the group consisting of -0-, -S-, -SO2-, 



where R 2 and R3 are taken togetb 
carbocycle of three, four, five, six 
atom is replaced by a heteroatom si 
and -NRn-2-, 

where Rn-2 is selected from the group consisting of: 

(a) -H, 

(b) -Ci-C^ alkyl optionally substituted with one 
substituent selected from the group consisting 

(i) -tyH, and 

(ii) -1V12 

(c) -C1-C6 alk^l optionally substituted with one to 



three -F, -CI, -Br, or -I, 



(d) -C3-C7 cycloalkyl, 

(e) -(C1-C2 alkylUC 3 -C 7 cycloalkyl), 

(f) -(C,-C 6 alkyl)-c\(C,-C3 alkyl), 
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triple bond, 



(g) -C2-C6 alkenyl with one or two double bonds, 

(h) -C2-C6 alkynyl with one or two triple bonds, 

(i) -CpCe alkyl chain with one double bond and one 

(j) -Ri-aryi where Ri- a ryi is as defined above, and 
(k) -Ri-heteroaryi where Ri-heteroaryi is as defined above; 



where X is independently chosen from the group consisting of: 

-C(O)-, 

-CH2-, 

-CH2-CH2-, ani 
-CH2-C(0)-; 

wherein in the rings drawn^a dotted line indicates an optional double bond or an 
optional ring; 

wherein ring A is phenyl, cyclohexyl, cyclopentyl, pyridyl, pyrimidinyl, pyrazinyl 
or is absent; and 

where Rn_i is selected from the g&Qup consisting of: 



(l)d-C 6 al 

three substituents selected from the group 



fionally substituted with one, two or 
consisting of C1-C3 alkyl, -F, -CI, -Br, -I, 
-OH, -SH, -ON, -CF3, C1-C3 alkoxy, and -N]J.i_ a Ri_b where Ri- a and Ri-b are as defined 
above, 

(2) -OH, 

(3) -N0 2 , 

(4) -F, -CI, -Br, or -I, 

(5) -CO-OH, 

(6) -C^N, 

. (7) -(CH2)o^-CO-NR n .2Rn^ where R N _ 2 and R N -3 are the 
same or different and are selected from the group consisting of: 

(a) -H, 

(b) -Ci-Ce alkyl optionaljy substituted with one 
substituent selected from the group consisting of: 
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three -F, -CI, -Br,\r -I, 



triple bond, 



double bonds), 
triple bonds), 



above, 

defined above, 



(i) -OH, and 

(ii) -NH 2 , 

(c) -Ci-Ce alkyl optionally substituted with one to 

(d) -C3-C7 cycloalkyl, 

(e) -(C1-C2 alkyl)-(C 3 -C 7 cycloalkyl), 

(f) -(Ci-C 6 alkyl)-0-(Ci-C 3 alkyl), 

(g) -C2-C6 alkenyl with one or two double bonds, 

(h) -C2-C6 alkynyl with one or two triple bonds, 

(i) -C1-C6 alkyl chain with one double bond and one 

(j) -Ri-aryi where Ri- ar yi is as defined above, and 
(k) -Ri-heteroaryi where Ri -heteroaryi is as defined above, 

(8) -(ck2)o-4-CO-(CrC 12 alkyl), 

(9) -{Ch\)o-4-CO-(C2-Ci2 alkenyl with one, two, or three 

(10) ^CH|u^-CO-(C2-Ci2 alkynyl with one, two, or three 



_4^>t^3-C7 cycloalkyl), 
)^-(^Q-Ri_aryi where Ri- a ryi is as defined above, 



(11) -(CH 2 1 

(12) -(CH 2 ) 

(13) -(CH 2 )o-4-CO^Ri.h e teroaryi where Ri-heteroaryi is as defined 

(14) -(CH 2 )o^-CO-RiV e terocycle where Rj-heterocycle is as 



(15) -(CH 2 )o-4-CO-Rn-4 where Rn^ is selected from the 
group consisting of morpholinyl, thiomorpholinyl, piperazinyl, piperidinyl, 
homomorpholinyl, homothiomorpholinyl, homoythiomorpholinyl S-oxide, 
homothiomorpholinyl S,S-dioxide, pyrrolinyl and pyrrolidinvl where each group is 
optionally substituted with one, two, three, or four of: Ci-CeVkyl, 

(16) -(CH 2 )o-4-CO-0-Rn-5 whereyR N -5 is selected from the 

group consisting of: 
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above, 
bonds, 
bonds, 



defined above, 
defined above, 



(a) C r C 6 alkyl, 

(b) -(CH2)o-2-(Ri-aryi) where Ri-aryi is as defined 

(c) C2-C6 alkenyl containing one, or two double 

(d) C2-C6 alkynyl containing one, or two triple 

(e) C3-C7 cycloalkyl, and 

(f) -(CH 2 )o-2r(Rl-heteroaryl) where Rl-heteroaryl is aS 

(17) -(CH2)o-4-S02-NRn-2Rn-3 where Rn-2 and Rn-3 are as 



(M) -(CH 2 >m-SO-(Ci-C8 alkyl), 
(19i-CCH 2 ) M -SOa.(Ci-Ci2 alkyl), 
(20) -(CH 2 )L-S0 2 -(C 3 -C7 cycloalkyl), 

(21) -CCH 2 )o-4-N(H or R N . 5 )-CO-0-R N -5 where R N . 5 can be 
the same or different and is as defmecnabpve, 



. or Rn-5 )-CO-N(Rn-5) 2) where Rn-5 can 



/e, 



o\1-N-CS-N(Rn-5)2> where Rn-s can be the same 



(22) -(CI 

be the same or different and is as defined 1 

(23) -(CH 2 
or different and is as defined above, 

(24) -(CH 2 ) 0 ^-N(-H or R n . 5 )-CO-Rn.2 where R N . 5 and R N . 2 
can be the same or different and are as defined above, 

(25) -{CH2)<m-NRi\ 2 Rn-3 where Rn-2 and Rn-3 can be the 
same or different and are as defined above, 

(26) -(CH2)o-4-Rn-4 wftere Rn-4 is as defined above, 

(27) ^CH 2 )o^-0-CO-(Qi-C6 alkyl), 

(28) -(CH2)o^-0-P(0)-(0^ N -aryi-i)2 where R N . aryM is -H or 

C1-C4 alkyl, 

(29) -(CH 2 )o^-0-CO-N(Rn-5)? where R N . 5 is as defined 

above, 
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above, 



(30) -(CH 2 )o-4-0-CS-N(R N . 5 ) 2 where R N . 5 is as defined 

(31) -(CH2)o-4-0-(Rn-s)2 where R N _ 5 is as defined above, 

(32) -(CH 2 )o-4-0-( R N . 5 ) 2 -COOH where R N _ 5 is as defined 



above, 



(33) ~(CH 2 ) 0 ^-S-( Rn-s)2 where R N -5 is as defined above, 

(34) -(CH 2 ) 0 -4-O-(Ci-C 6 alkyl optionally substituted with 
one, two, three, four, five of: -F), 

(35) C3-C7 cycloalkyl, 

(36) C 2 -C6 alkenyl with one or two double bonds optionally 
substituted with C1-C3 alkyK-F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, or - 
NRi_ a Ri-b where Ri_ a and Ri_b\ire as defined above, 

^7) C 2 -Ce alkynyl with one or two triple bonds optionally 
substituted with C1-C3 alkyl, -F,VC1, -Br, -I, -OH, -SH, -ON, -CF 3 , C r C 3 alkoxy, or - 
NRi-aRi-b where Ri. a and Ri_b are as defined above, 

(38) -(CH 2 )o^-N(-H or R N - 5 )-S0 2 -R N -2 where R N _ 5 and R N . 2 



can be the same of different and are afctflei 

(39) -(CF 

where n is equal to 0,1, 2 or 3; 



>cribpd above, and 
C3-C7 cycloalkyl; 



where Z is selected from the group consisting of: 

(A) -c(oy 9 

(B) -S(0),- 2 -, 

(C) -C(0)-Xn-i- where Xn-i fis selected from the group consisting 
of -0-, -S- and -NR*- and where R* is as defined abo\e; and 

(D) a single bond; 



where Rc is: 

(I)-Ci-Cio alkyl optionally substituted with orie, two or three substituents 
selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br\-I, -OH, 
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-SH, -CpN, -CF 3 , C1-C6 alkoxy, -O-phenyl, -NRi_ a Ri-b where Ri_ a and Ri-bare as defined 
above, -OC=0 NRi_ a Ri_b where Ri. a and Ri^are as defined above, -S(=0)o-2 Ri-a where 



Ri- a is as defined above, - NRi_ a C=0 NRi_ a Ri_b where Ri_ a and R^are as defined above, - 
C=0 NRi- a RV b where Ri. a and Ri_ b are as defined above, and -S(=0)2 NRi- a Ri_ b where R\. 
a and Ri_b are a\ defined above, 

(IT) -(CH2)o-3-(C3-Cg) cycloalkyl where cycloalkyl can be optionally 
substituted with one, two, or three substituents selected from the group consisting of Ci- 
C 3 alkyl, -F, -CI, -BY -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O-phenyl, -CO-OH, - 
CO-0-(Ci-C4 alkyl), and -NRi. a Ri_b where Ri_ a and Ri.bare as defined above, 

(III) -(CI^c.xRc-y)o-4-Rc-aryi where Rc-x and Rc- y are 
(I) -I 

(J) Ci-Ck alkyl optionally substituted with one or two -OH„ 
(K) Ci-CAalkoxy optionally substituted with one, two, or three -F, 
(L) -(CH 2 )L-C 3 -C 7 cycloalkyl, 

(M) C^rCe alkenyl containing one or two double bonds, 
(N) C2-C6 alky^yl contianing one or two triple bonds, 
(O) phenyl-, 

Li- a Ri_b where Ri_ a and R]_b are as defined 



(P) C0-C4 alkylC 



above, 



and where Rc_ x an d Rc-y arataken together with the carbon to which they 
are attached to form a carbocycle of three, four, five, six, or seven carbon atoms, 
optionally where one carbon atom is replaced Yy a heteroatom selected from the group 
consisting of-O-, -S-, -SO2-, -NRn-2- and Rc-arykis the same as RN-aryi and where Rc-aryi 
may optionally be substituted with -C 0 -C 4 alkyl-0(0) NRi_ a Ri_ b , C 0 -C 4 alkylC(O) ORi_ a 
where Ri_ a and Ri_b are as defined above, 

(IV) -(CRc- x Rc-y)o^-Rc-heteroaryl where l^C-heteroaryl IS the Same as RN-heteroaryl 

and Rc-x and Rc- y are as defined above, 

(V) -(CRc-xRc- y )o-4-Rc-aryi-Rc-aryi where I^- ary i, Rc- X and Rc-y are as defined 

above, 
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(VI) -(CRc-xRc-y)o-4-Rc-aryl-Rc-heteroary1 where Rc-aryl , Rc-heteroaryl, Rc-x and 



Rc-y are as defined above, 

(VII) -(CRc-xRc-y)o^-Rc-heteroary]-Rc-aryl where Rc-heteroaryb Rc-aryl? Rc-x and 

Rc-y are as defines above, 

(Vim -(CRc- x Rc-y)o-4-Rc-heteroaryl-Rc-heteroaTyl where Rc-heteroaryl, Rc-x and Rc_ y 

are as defined aboveX 

(IX) -(CRc_ x Rc- y )o-4-Rc-aryl-Rc-heterocycle Where Rc-heterocycle IS the Same as Ri. 

heterocycie, and Rc-aryi, Rc-xVd Rc- y are as defined above, 

(X) -(CRc- x Rc-y)o-4-Rc-heteroaryl- Rc -heterocycle 

Where Rc-heteroaryl, Rc-heterocycle, 

Rc-x and Rc- y are as defined above, 

(XI) -(CR<:.xR<:-V)o-4-Rc-heterocycie-Rc-aryi where Rc -heterocycles Rc-aryi, Rc-x and 
Rc-y are as defined above, \ 

(XII) -(CRc- x Rc-y)oV-Rc-heterocycle"Rc-heteroaryl where Rc-heterocyc1e> Rc-heteroaryl, 

Rc-x and Rc- y are as defined above, \ 

(XIII) -(CRc-xRc-y C-heterocycle"Rc-heterocycle where Rc -heterocycle? Rc-x and 

Rc-y are as defined above, \ 

(XIV) -(CRc-xRc-y)o^-R^erocycywhere Rc-heterocycie, Rc-x, and Rc- y are as 
defined above, ^ 

(XV) -[C(Rc-i)(Rc-2)]i-3-,-0-N-(Rc-3)2 where Rc. 3 is as defined below and 
Rc.i, Rc-2 are the same or different and are selected from the group consisting of: 

(A) -H, \ 

(B) -Ci-Ce alkyl, optionallyysubstituted with one, two, or three 
substituents independently selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, 
-I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O- phenyl,Vnd -NRi. a Ri-b where Ri. a and Rj. b 
are as defined above, \ 

(D) C2-C6 alkenyl with one, or twci double bonds, optionally 
substituted with one, two, or three substituents selected from the group consisting of Ci- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , C r C 6 alkoW -O- phenyl, and -NRi_ a Ri- 
b where Ri_ a and Ri_b are as defined above, \ 

(E) C2-C6 alkynyl with one or two triple bonds, optionally 
substituted with one, two, or three substituents selected from the Vroup consisting of Ci- 
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C 3 alkyl,~-F, -Gl -Br, -I, -OH, -SH, -ON, -CF 3 , C,-C 6 alkoxy, -O- phenyl, and -NR,_ a R,_ 
b where Ri_ a and f^i_b are as defined above, 

(F) -(CH 2 ) 1 . 2 -S(0)o-2-(Ci-C 6 alkyl), 

(F) -(CH2)o-4-C3-C7 cycloalkyl, optionally substituted with one, 
two, or three substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, - 
I, -OH, -SH, -ON, -CF 3 \Ci-C 6 alkoxy, -O- phenyl, and -NRi_ a Ri_ b where Ri_ a and R Nb 
are as defined above, 

(G) -(G1-C4 alkyl)-Rc-aryi where Re- ary i is as defined for Ri- ary i, 

(H) -(CAC4 alkyl)-Rc-heteroaryi where Rc-heteroaryi is as defined above, 

(I) -(Ci-Qt alkyl)-Rc-heterocycie where Rc-heterocycie is as defined above, 
(J) -Rc-heterdaryi where Rc-heteroaryi is as defined above, 

(K) -Rc-hetero6Yde where Rc-heterocycie is as defined above, 
(M) -(CH 2 )M-Rc-4-(CH2)o-4-Rc'-aryi where Rc-4 is -0-, -S- or 
-NRc-5- where Rc-5 is C\-C(, alkyl, ana where Rc-aryi is defined above, 

(N) -(CH 2 )i^-Rc\-jt^H 2 )o^-Rc-heteroaryl Where Rc-4 and Rc-heteroaryl 

are as defined above, and 

(O) -Re-aryi whereT3^ ary i is as defined above, 

and where Rc-3 is the same or different and is: 

(a) -H, 

(b) -Ci-Cs alkyl optionally substituted with one, two or 
three substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -ON, -CF3, Ci-Ce alkoxy, -O- phenyl, and -NTft. a Ri-b where Rt- a and Ri-b are as 
defined above, 

(c) C2-C6 alkenyl with oneV>r two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of Ci- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alko\y> -O- phenyl, and -NRi_ a Ri_ 
b where Ri. a and Ri_b are as defined above, \ 

(d) C2-C6 alkynyl with one, or two triple bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of Q- 
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G 3 alkyl, \f, ' C1 > -Br, -I, -OH, -SH, -ON, : CF 3 , d-Ce alkoxy, -O- phenyl, and -NRi_ a Ri_ 
b where RAand Ri_b are as defined above, 

\ (e) -(CH 2 )o-4-C 3 -C7 cycloalkyl, optionally substituted with 

one, two or threfe substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, - 
Br, -I, -OH, -SH, Vl=N, -CF 3 , Ci-C 6 alkoxy, -O- phenyl, and -NRi_ a Ri_ b where Ri. a and 
Ri-b are as defined above, 

\ (f) -Rc^-aryi where Rc-aryi is as defined above, 
\ (g) -Rc-heteroaryi where Rc-heteroaryi is as defined above, 
\ (h) -Rc-heterocycie where Rc-heterocycie is as defined above, 
(i) -(CV-C4 alkyl)-Rc».aryi where Re-aryi is as defined above, 

n) -(C1-C4 alkyl)-Rc-heteroaryi where Rc-heteroaryi is as defined 
above, \ 

(k) VC1-C4 alkyl)-Rc-heterocycle where Rc-heterocycle IS as 

defined above, \ 

(XVI) -CH(Rc-aryi)2 where Rc-aryi are the same or different and are as 
defined above, \ * 

(XVII) -CH(Rc-heteroaryi)2 Vpnre Rdleteroaryi are the same or different and 
are as defined above, { T* 

(XVIII) -CH(Rc- a ryi)(Rc-heP^^O where Rc-aryi and Rc-heteroaryi are as 
defined above, \ 

(XIX) -cyclopentyl, -cyclohexyl/or -cycloheptyl ring fused to Rc-aryi or 

Rc-heteroaryl Or Rc -heterocycle 

where Rc-aryi or Rc-heteroaAi or Rc-heterocycie are as defined above 
where one carbon of cyclopentyl, cyclohexyl, or cycloheptyl is optionally replaced with 
NH, NRn-5, O, or S(=0)o-2 , and where cyclopentyl, cyclohexyl, or cycloheptyl can be 
optionally substituted with one, or two -C1-C3 alkyl, -F, -OH, -SH, -ON, -CF3, C\-Ce 
alkoxy, =0, or -NRi_ a Ri-b where Ri. a and Ri_b are as defWd above, 

(XX) C2-C10 alkenyl containing one or two double bonds optionally 
substituted with one, two, or three substituents selected from the group consisting of Q- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, -CF 3 , Ci-C 6 alkoxy, -O- phenyl, and -NRi_ a Ri- 
b where Ri_ a and Ri_b are as defined above, 
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(XXI) C2-C10 alkynyl containing one, or two triple bonds optionally 
substituted with one, two, or three substituents selected from the group consisting of Ci- 
C 3 alkyl, -FVci, -Br, -I, -OH, -SH, -ON, -CF 3 , C,-C 6 alkoxy, -O- phenyl, and -NRi_ a Ri_ 
b where Ri_ a anU Ri_ b are as defined above, 

(aXI) -(CH2)o-i-CHRc-6-(CH 2 )o-rRc-aryi where Rc-aryi is as defined above 
and Rc-6 is -(CH 2 ) 0 \oH, 

(XXIIJ\^CH 2 )o-l-CHRc-6-(CH2)o.l-Rc-heteroaryl where Rc-heteroaryl and Rc-6 IS 

as defined above, 

(XXIII) -OH(-Rc. ary i or Rc-heteroaryi)-CO-0(Ci-C 4 alkyl) where Rc-aryi and 
Rc-heteroaryi are as defined abVve, 

(XXIV) -CH(VH 2 -OH)-CH(-OH)-phenyl-N0 2j 

(XXV) (C r C 6 aVyl)-0-(Ci-C 6 alkyl)-OH, 

(XXVII) -CH 2 -NH-CH 2 -CH(-0-CH 2 -CH 3 ) 2 , or 

(XXVIII) - (CH 2 )o-\c(=NRi.a)(NRi. a Ri-b) where Ri_ a andRi_ b are as 
defined above, 



where Rc-a is H, Ci - C10 alkyl, C2 1 

alkyl-R N _ ary i , Ci - C4 alkyl-R N _heteroaryl , Ci 
*M-heterocycIe, wherein each multi-atom groupfl 
or three substituents independently selected 



"loalkenyl and alkynyl, phenyl, Ci - C 4 

£C3-C7 cycloalkyl, or Ci - C 4 alkyl- 
iaj\ be optionally substituted with one, two, 
the group consisting of -F, -CI, -OH, - 



SH, -ON, -CF 3 , C1-C3 alkoxy, -C(0)0-Ri_ a , ari^ -NRi_ a Ri-b where Ri_ a and Rj_ b are -H, 
Ci -Ce alkyl or phenyl; 

where Rc-a, -Z-Rc, and the nitrogen atom th which they attach may cyclize to 
form a ring or fused rings chosen from the group consisting of 5-8 membered 
heterocyclics having up to 2 heteroatoms in addition to the ring nitrogen defined above 
chosen from the group consisting of N, O, and S, whichVnay optionally be fused with 
one, or two phenyl, pyridyl, cyclohexyl, piperidinyl or morpholinyl, 

where the ring or fused rings may optionally have oi^e, two, or three substituents 
independently chosen from the group of: 
(l)CrC 6 alkyl, 

C 2 -Ce alkenyl with one or two double bonds, < 
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C2-C6 alkynyl with one or two triple bonds, wherein each may be 
optionall)Nsubstituted with one, two, or three substituents selected from the group 
consisting oY-F, -CI, -OH, -SH, -C=N, -CF3, C1-C3 alkoxy, and -NRi_ a Ri_b where R]_ a and 
Ri_b are -H or y 1-C& alkyl, 

-F, CI, -Br, or -I, 

(lty) -Ci-Ce alkoxy optionally substituted with one, two, or three -F, 

(1 1) \ -NRn-2Rn-3 where Rn-2 and Rn-3 are as defined below, 

(12) V-OH, 

(13) Wj, 

(14) ==0(oxo), 

(15) -CQ-(Ci-C 4 alkyl), 

(16) ~S02^NRi- a Ri-b where Ri_ a and Ri_b are as defined above, or 
(10)-CO-NRi-a>Ri-b where Ri. a and Ri.bare as defined above; 

or a pharmaceutically acceptable salt thereof. 



37. A method of treatment according to claim 36, wherein the disease is Alzheimer's 



disease. 



38. A method of treatment according 
or delay the onset of Alzheimer's diseafe 




J&Pwherein the method is helping prevent 



39. A method of treatment according to clain^ 36^wherein the disease is mild cognitive 
impairment. 

40. A method of treatment according to claim 36^vherein the disease is Down's 
syndrome. 

41. A method of treatment according to claim 3^, wherein the disease is Hereditary 
Cerebral Hemorrhage with Amyloidosis of the Dutch-Type. 
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42. A method of treatment according to claim 36 N wherein the disease is cerebral 
amyloid angiopathy. 



43. A method\)f treatment according to claim 36, wherein the disease is degenerative 
dementias. 



44. A method of treatment according to claim 36^ wherein the disease is diffuse Lewy 
body type of Alzheimer's disease. 

45. A method of treatment according to claim 3^ wherein the method is treating an 
existing disease. 

46. A method of treatment according to claim ^6, wherein the method is preventing a 



disease from developing. 



47. A method of treatment according to claim 3§, wherein the therapeutically effective 



amount for oral administration is fro 
parenteral, sublingual, intranasal, intti 
100 mg/day; for depo administration 
mg/day; for topical administration is 



siput 0.1 mg/day to about 1,000 mg/day; for 

linistration is from about 0.5 to about 
iinplants is from about 0.5 mg/day to about 50 
vabout 0.5 mg/day to about 200 mg/day; for 



rectal administration is from about 0.5 mg to about 500 mg. 

48. A method of treatment according to claimW, wherein the therapeutically effective 
amount for oral administration is from about 1 m&/day to about 100 mg/day and for 
parenteral administration is from about 5 to about d0 mg daily. 

\ \ 

49. A method of treatment according to claim 48 where the therapeutically effective 
amount for oral administration is from about 5 mg/day to about 50 mg/day. 



50. A method of treatment according to claim 36, wherein^ is: 

-(CH 2 )<M-(Rl-aryl)> Or 
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\(CH2)nl "(Rl -heteroaryl)- 

5 1 . A metitfod of treatment according to claim^O, wherein Ri is: 
-(CHaWRLaryO, or 

-(CH2MR1- heteroaryl). 



52. A method of treatment according to claim 51, wherein Ri is -(CH2)-(Ri- ar yi) where 
Ri-aryi is phenyl. 

\ 

53. A method of treatment according to claim 5^, wherein Ri is substituted with two -F. 

\ 

54. A method of treatment Recording to claim 53, wherein the -F substitutions are on the 
-3 and -5 positions. 

\ 

55. A method of treatment according to claim 36, wherein R2 and R3 are both -H. 

56. A method of treatment accordiiM tb c&im 36, wherein Rr is: 
-d-C 8 alkyl, *\ \ j 
-(CH 2 )o-3-(C3-C 7 ) cycloalkylj 

-(CRc-xRc-y)o^-Rc-aryl ? 
-(CRc- x Rc-y)o-4-Rc-heteroaryl, 
-(CRc- x Rc-y)o-4-Rc-heterocyclej Or 

-Cyclopentyl Or -Cyclohexyl ring fllSedHo Rc-aryl Or Rc-heteroaryl Or Rc- heterocycle 



57. A method of treatment according to claim 5A wherein Rc is: 
-(CH 2 )o-3-(C3-C 7 ) cycloalkyl, 
-(CRc- x Rc-y)o-4-Rc -aryl) 

-(CRc- x Rc-y)o-4-Rc-heteroaryI, 
-(CRc- x Rc-y)o-4-Rc-heterocycle» Or 
-Cyclopentyl Or -Cyclohexyl ring fused tO a Rc-arylW Rc-heteroaryl Or Rc-heterocycle. 
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58. A method of treatment according to claim 5^, wherein Rc is: 

-(CRc- x Rc-y)o-4-Rc-aryl 5 
-(CRA x Rc-y)o-4-Rc-heteroaryl, 

-Cyclo^entyl Or -Cyclohexyl ring fused tO a Rc-aryl Or Rc-heteroaryl Or Rc-heterocycle. 

59. A method of treatment according to clain^58^wherein Rc is: 
-(CRc-xRc- y >9-4-Rc-aryi where Rc-aryl is phenyl. 

60. A method of treatment according to claim ^5^ wherein said phenyl is substituted in 
the 3-position or 3,5-posjtions. 

61. A method of treatment\according to claim^6, wherein Rc-a is: 
-methyl, or 
-ethyl. 



62. A method of treatment according to claim 3^5, wherein Z is: 
-C(O)-, or 

-C(0)-X N -i- where X N -i t^-s^pcted from the group consisting of -0-, -S- and - 

NR'-. 



63. A method of treatment according to claim 3^ where the pharmaceutical^ acceptable 
salt is selected from the group consisting of salts of the following acids:, acetic, aspartic, 
benzenesulfonic, benzoic, bicarbonic, bisulruric, bitartaric, butyric, calcium edetate, 
camsylic, carbonic, chlorobenzoic, citric, edetic, edisylic, estolic, esyl, esylic, formic, 
fumade, gluceptic, gluconic, glutamic, glycolwlarsanilic, hexamic, hexylresorcinoic, 
hydrabamic, hydrobromic, hydrochloric, hydrotodic, hydroxynaphthoic, isethionic, lactic, 
lactobionic, maleic, malic, malonic, mandelic, methanesulfonic, methylnitric, 
methylsulfuric, mucic, muconic, napsylic, nitric, oxalic, p-nitromethanesulfonic, pamoic, 
pantothenic, phosphoric, monohydrogen phosphoric dihydrogen phosphoric, phthalic, 
polygalactouronic, propionic, salicylic, stearic, succiruc, succinic, sulfamic, sulfanilic, 
sulfonic, sulfuric, tannic, tartaric, teoclic and toluenesulfonic. 
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64. \A method of treating a patient who has, or in preventing a patient from getting, a 
disease or condition selected from the group consisting of Alzheimer's disease, for 
helpingVrevent or delay the onset of Alzheimer's disease, for treating patients with mild 
cognitive\mpairment (MCI) and preventing or delaying the onset of Alzheimer's disease 
in those wnb would progress from MCI to AD, for treating Down's syndrome, for 
treating humans who have Hereditary Cerebral Hemorrhage with Amyloidosis of the 
Dutch-Type, for treating cerebral amyloid angiopathy and preventing its potential 
consequences, i A single and recurrent lobar hemorrhages, for treating other degenerative 
dementias, including dementias of mixed vascular and degenerative origin, dementia 
associated with Parkinson's disease, dementia associated with progressive supranuclear 
palsy, dementia associated with cortical basal degeneration, diffuse Lewy body type of 
Alzheimer's disease ano\who is in need of such treatment which comprises administration 
of a therapeutically effective amount of a compound selected from the group consisting 
of a disubstituted amine ofNformula II 



where Ri is: \ 

(I) C\-Ce alkyl, optionally substituted with one, two or three substituents 
selected from the group consisting of C1-C3 Vlkyl, C1-C7 alkyl (optionally substituted 
with C1-C3 alkyl and C r C 3 alkoxy), -F, -ClABr, -I, -OH, 

-SH, -ON, -CF 3 , C1-C3 alkoxy, -NRi_ a Ri_ b whtere R Ua and Ri_ b are -H or Ci-C 6 alkyl, and 
-OC=0 NRi-aRi-b where Ri_ a and Ri_b are as defined above, 




R, 



N-A 




R2 R3 



R1 



(II) -CH 2 -S(0)o- 2 -(C,-C 6 alkyl), \ 

(III) -CH 2 -CH2-S(0)o-2-(C,-C 6 alkyV 
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(IV) C2-C6 alkenyl with one or two double bonds, optionally substituted 
with one, two W three substituents selected from the group consisting of -F, -CI, -OH, - 
SH, -ON, -CF3XVC3 alkoxy, and -NRi_ a Ri_ b where R Na and Ri. b are -H or Ci-C 6 alkyl, 

(V) Y2-C6 alkynyl with one or two triple bonds, optionally substituted with 
one, two or three substituents selected from the group consisting of -F, -CI, -OH, -SH, - 
C=N, -CF3, C1-C3 alkoxy, and -NRi_ a Ri_b where Ri. a and Ri_ b are -H or C\-Ce alkyl, 

(VI) -(CH5)ni-(Ri-aryi) where nj is zero or one and where Ri- ary i is phenyl, 
1-naphthyl, 2-naphthyl ana indanyl, indenyl, dihydronaphthalyl, or tetralinyl optionally 
substituted with one, two, three, or four of the following substituents on the aryl ring: 

(A) Ci^C6 alkyl optionally substituted with one, two or three 
substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, 
-C=N, -CF3, C1-C3 alkoxy, and-NJli, a Ri-b where Ri_ a and Ri^are as defined above, 

(B) C2-C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -C=N, -CF 3 , Ci-C 3 \ilkoxy, -NRi_ a Ri-b where Ri_ a and Ri_ b are -H or Q- 
C 6 alkyl, 

(C) C2-C6 alkynyl With one or two triple bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of -F, - 
CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy,4^hN^-aRi-b where Rj. a and Ri_ b are -H or d- 
C 6 alkyl, 

(D) -F, CI, -Br or -I 

(F) -Ci-Ce alkoxy optionally substituted with one, two, or three -F, 

(G) -NRn-2Rn-3 where R^-^and Rn-3 are as defined below, 

(H) -OH, 

(I) -ON, 

(J) C3-C7 cycloalkyl, optionall^ysubstituted with one, two or three 
substituents selected from the group consisting of -F, -Gl, -OH, -SH, -C=N, -CF 3 , C1-C3 
alkoxy, and -NRi. a Ri.b where Ri_ a and Ri_b are -H or C1-G6 alkyl, 

(K)-CO-(d-C4 alkyl), 

(L) -S02-NRi_ a Ri_ b where Rj. a and R\_ b are as defined above, 
(M) -CO-NRi- a Ri.b where Ri_ a and Riiare as defined above, or 
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(N)-S02-(C,-C 4 alkyl), 
(VII) -(CH2)ni-(Ri-heteroaryi) where ni is as defined above and where Rj. 
heteroaryi is selected from the group consisting of: 

pyridinyl, 
pyrimidinyl, 
quinolinyl, 
benzothienyl, 
mdolyl, 
inoplinyl, 
pryic^zinyl, 
pyraziiWl, 

isoquinoWl? 
quinazolinyl, 
quinoxalinyE 
phthalaziny^ 
imidazolyl, 
isoxazolyl, 
pyrazolyl, 
oxazolyl, 
thiazolyl, 
indolizinyl, 
indazolyl, 
benzothiazolyl, 
benzimidazolyl, 
benzofiiranyl, 
furanyl, 
thienyl, 
pyrrolyl, 
oxadiazolyl, 
thiadiazolyl, 
triazolyl, 
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tetrazolyl, 
oxazolopyridinyl, 
imidazopyridinyl , 
isothiazolyl, 
naphthyridinyl, 
cinnolinyl, 
carbazolyl, 
beta-carbolinyl, 
jsochromanyl, 
ctjromanyl, 
tetrahydroisoquinolinyl, 
isoindolinyl, 

isobenzotetrahydrofuranyl, 
isobenzotetxahydrothienyl, 
isobenzotnienyl, 
benzoxazol 
pyridopyri: 



■ajiydrc 



benzotetrajfe 
benzotetra 
purinyl, 
benzodioxolyl, 
triazinyl, 
phenoxazinyl, 
phenothiazinyl, 
pteridinyl, 
benzothiazolyl, 
imidazopyridinyl, 
imidazothiazolyl, 
dihydrobenzisoxazinyl, 
benzisoxazinyl, 
benzoxazinyl, 
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dihydrobenzisothiazinyl, 
benzopyranyl, 
benzothiopyranyl, 
coumarinyl, 
isocoumarinyl, 
chromonyl, 
chromanonyl, 
pyridinyl-N-oxide, 
tetrahydroquinolinyl 
lihydroquinolinyl 
ihydroquinolinonyl 
dilwdroisoquinolinonyl 
dihwrocoumarinyl 
dihydWsocoumarinyl 
isoindoWonyl 
benzodio^knyl 
benzoxazoW 
pyrrolyl N-(3>Vide, 
pyrimidinyj f MVoxide, 
pyridazinyl N-oxide, 
pyrazinyl N-oxide 
quinolinyl N-oxide\ 
indolyl N-oxide, 
indolinyl N-oxide 5 
isoquinolyl N-oxide, 
quinazolinyl N-oxide, 
quinoxalinyl N-oxide, 
phthalazinyl N-oxide, 
imidazolyl N-oxide, 
isoxazolyl N-oxide, 
oxazolyl N-oxide, 
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thiazolyl N-oxide, ~ " 

indolizinyl N-oxide, 
indazolyl N-oxide, 
benzothiazolyl N-oxide, 
benzimidazolyl N-oxide, 
pyrrolyl N-oxide, 
oxadiazolyl N-oxide, 
iadiazolyl N-oxide, 
trfazolyl N-oxide, 
tetrazolyl N-oxide, 
benzothiopyranyl S-oxide, and 
benzothiopyranyl S,S-dioxide, 
where the Ri-heteroaryi group is bonded to -(CH2) n r by any ring atom of the parent Rn- 
heteroaryi group substituted by hydrogen such that the new bond to the Ri-heteroaryi group 
replaces the hydrogen atom and its bor^d, where heteroaryl is optionally substituted with 
one, two, three, or four: 

(1) Ci-Ce alkyl optimally substituted with one, two or three 
substituents selected from the group consiSTmg^f C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -C=N, -CF 3 , C1-C3 alkoxy, and-NR|- a Ri^ where Ri_ a and Ri- b are as defined above, 

(2) C2-C6 alkenyl with bhe or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of -F, 
CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, and -NRj-aRi-b where Ri_ a and Ri_ b are -H or C r 
C 6 alkyl, 

(3) C2-C6 alkynyl with one or two triple bonds, optionally 
substituted with one, two or three substituents selecteayfrom the group consisting of -F, 
CI, -OH, -SH, -C=N, -CF 3 , C1-C3 alkoxy, and-NRi. a Ri. b \where R u and Ri_ b are -H or d- 
C 6 alkyl, 

(4) -F, CI, -BR, or -I, 

(6) -C1-C6 alkoxy optionally substituted with one, two, or three -F, 

(7) -NRn-2Rn-3 where Rn-2 and Rn-3 arenas defined below, 

(8) -OH, 
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(9) -ON, " 

(10) C3-C7 cycloalkyl, optionally substituted with one, two or three 
substituents se\ected from the group consisting of -F, -CI, -OH, -SH, -ON, -CF3, C1-C3 
alkoxy, and -NI^_ a Ri-b where Ri_ a and Ri_b are -H or Q-Ce alkyl, 

(11) »CO-(C r C 4 alkyl), 

(12) -S02-NRi. a Ri-b where Ri_ a and Ri.bare as defined above, 
v (13) -CO-NRi.aRi-b where Ri_ a and Ri_b are as defined above, or 

14) -SC>2-(Ci-C4 alkyl), with the proviso that when ni is zero R], 
heteroaryi is not bonded to the carbon chain by nitrogen, or 

(VIII) -(CI^2)ni-(Ri.heterocycie) where ni is as defined above and Ri-heterocycie 
is selected from the group cpnsisting of: 

jlinyl, 
thiomorpholinyl, 
thiomorpholinyl S-oxide, 
thiomorpholinyl S,S-dioxide, 
piperazinyl, 
homopiperazif 
pyrrolidinyl, 
pyrrolinyl, 
tetrahydropyranj 
piperidinyl, 
tetrahydrofuranyl, 
tetrahydrothienyl, 
homopiperidinyl, 
homomorpholinyl, 
homothiomorpholinyl, 
homothiomorpholinyl S,S-dioVde, 
oxazolidinonyl, 
dihydropyrazolyl, 
dihydropyrrolyl, 
dihydropyrazinyl, 
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dihydropyridinyl,- 
dihydropyrimidinyl, 
dihydrofuryl, 
iihydropyranyl, 
tetrahydrothienyl S-oxide, 
tetrahydrothienyl S,S-dioxide, and 
homothiomorpholinyl S-oxide, 
where the Ri-heterocycie group is bonded by any atom of the parent Ri-heterocycie group 
substituted by hydrogen such that the new bond to the Ri-heterocycie group replaces the 
hydrogen atom and its bond, wf^ere heterocycle is optionally substituted with one, two, 
three, or four: 

(1) Ck-Ce alkyl optionally substituted with one, two or three 
substituents selected from the groupVonsisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, 
-ON, -CF3, C1-C3 alkoxy, and -NRi jRi-b where Ri_ a and Ri_ b are as defined above, 

(2) C2-C6\alkenyl with one or two double bonds, optionally 
substituted with one, two or three substii ^ents selected from the group consisting of -F, - 
CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkox]^^NRi. a Ri. b where Ri. a and Ri. b are -H or d- 
C 6 alkyl, 

(3) C2-C6 ajlkyiWl with one or two triple bonds, optionally 
substituted with one, two or three substituents\>elected from the group consisting of -F, 
CI, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, and -^Ri. a Ri_ b where Ri_ a and Ri. b are -H or d- 
C 6 alkyl, 

(4) -F, CI, -Br, or-I,\ 

(5) Ci-C 6 alkoxy, 

(6) -Ci-Ce alkoxy substituted with one, two, or three -F, 

(7) -NR N -2Rn-3 where Rn^ and R N -3 are as defined below, 

(8) -OH, 

(9) -ON, 

(10) C3-C7 cycloalkyl, optionally substituted with one, two 
or three substituents selected from the group consisting of -F\-C1, -OH, -SH, -ON, -CF3, 
C1-C3 alkoxy, and -NRi_ a Ri- b where Ri_ a and Ri_ b are -H or Q -ps alkyl, 
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above, 



above, 



(11) -CO-(Ci-C 4 alkyl), 

(12) -S02-NRi. a Ri_b where R], a and Ri_b are as defined 

(13) -CO-NRi_ a Ri_b where Ri_ a and Ri_bare as defined 



(14) -S0 2 -(Ci-C 4 alkyl), or 

(1 5) =0, with the proviso that when ni is zero Ri-heterocycie is 
not bonded to the carb6n chain by nitrogen; 



where R 2 is: 

(I) -H, 

(II) Ci-Ce alkyl\optionally substituted with one, two or three substituents 
selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 

-SH, -C=N, -CF 3 , C1-C3 alkoxy, and-NRi_ a Ri- b where Ri_ a and Ri_ b are as defined above, 

(III) -(CH 2 )o-4-R2-i wl^ere R 2 _i is Ri- ary i or Ri-heteroaryi where Ri-aryi and R]_ 
heteroaryi are as defined above; 

(IV) C 2 -C6 alkenyl with £Ae opt&o double bonds, optionally substituted 
with one, two or three substituents selecfpd from the group consisting of -F, -CI, -OH, - 
SH, -C=N, -CF 3 , C1-C3 alkoxy, and -NR^_ a R^_b where Ri- a and Ri_b are -H or Ci-Ce alkyl, 

(V) C 2 -Ce alkynyl with one or two triple bonds, optionally substituted with 
one, two or three substituents selected from theNgroup consisting of -F, -CI, -OH, -SH, - 
C=N, -CF3, Ci-C 3 alkoxy, and -NRi_ a Ri_b where Ri_ a and Ri_b are -H or Ci-Ce alkyl, or 

(VI) -(CH 2 )o-4- C3-C7 cycloalkyl, optionally substituted with one, two or 
three substituents selected from the group consistingW -F, -CI, -OH, -SH, -C=N, -CF 3 , 
C1-C3 alkoxy, and -NRi_ a Ri_b where Ri. a and Ri-b are -M or C\-Ce alkyl, 



where R3 is selected from the group consisting ofr 

(I) -H, 

(II) C1-C6 alkyl, optionally substituted with orie, two or three substituents 
selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br,VI, -OH, 

-SH, -C=N, -CF3, C1-C3 alkoxy, and -NRi_ a Ri_b where Ri_ a and RLb are as defined above, 
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(ffl) -(CH 2 )o-4-R2-i where R 2 -i is Ri- ary i or Ri- he teroaryi where R\. aTy \ and Ri_ 
heteroaryi are as defined above; 

(IV) &rC 6 alkenyl with one or two double bonds, 

(V) C2-€e alkynyl with one or two triple bonds, or 

(VI) -(CHo)o-4- C3-C7 cycloalkyl, optionally substituted with one, two or 
three substituents selected ^from the group consisting of -F, -CI, -OH, -SH, -ON, -CF 3 , 
C1-C3 alkoxy, and -NRi_ a Ri-\where Ri. a and Ri_ b are -H or Ci-C 6 alkyl, 

and where R2 andR3 are taken together with the carbon to which they are 
attached to form a carbocycle of tkree, four, five, six or seven carbon atoms, optionally 
where one carbon atom is replaced W a heteroatom selected from the group consisting of 
-0-, -S-, -SO2-, and -NR N _ 2 -, 

where R N -2 is selected from the group consisting of: 

(a) V 

(b) -G1-C6 alkyl optionally substituted with one 
substituent selected from the group consist: 



(c)-( 



three -F, -CI, -Br, or -I, 




optionally substituted with one to 



triple bond, 



(d) -C3-C7 cyi 

(e) -(Ci-C 2 alkto-(C 3 -C 7 cycloalkyl), 

(f) -(C r C 6 alkyW(Ci-C 3 alkyl), 

(g) -C 2 -C6 alkenyl with one or two double bonds, 

(h) -C 2 -C6 alkynyi with one or two triple bonds, 

(i) -Ci-Ce alkyl chain with one double bond and one 

(j) -Ri-aryi where Ri-ary\is as defined above, and 
(k) -Ri -heteroaryi where RUeteroaryi is as defined above; 



where Rn is: 
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(I) Rn-i-Xn- where X~n is selected from the group consisting of: 

(A) -CO-, 

(B) -S0 2 -, 

(C) -(CR'R")i-6 where R J and R" are the same or different and are 

-HorCi-C 4 alkyl) 

(D) -CO-(CR'R")i-6-X N _i where X N -i is selected from the group 
consisting of -0-, -S-\and -NR'- and where R' and R" are as defined above, and 

i) a single bond; 



where Rn-i is selected from the group consisting of: 

(A) R^aryi where RN-aryi is phenyl, 1-naphthyl, 2-naphthyl, 
tetralinyl, indanyl, or 6,7,8,9-tetrahydro-5H-benzo[a]cycloheptenyl ? or dihydronaphthyl 
optionally substituted with one, t^vo or three of the following substituents which can be 
the same or different and are: 

(1) CAC6 alkyl, optionally substituted with one, two or 
three substituents selected from the groib consisting of C1-C3 alkyl, -F, -CI, -Br, -I, 
-OH, -SH, -C=N, -CF 3 , C1-C3 alkoxy,\id^^i^i-b where Ri- a and Ri. b are as defined 
above, 

(2) -OH, 

(3) -N0 2 , 

(4) -F, -CI, -Br,W -I, 

(5) -CO-OH, 

(6) -ON, 

(7) -(CH 2 )o-4-CO-NR^ 2 Rn-3 where R N . 2 and R N - 3 are the 
same or different and are selected from the group consisting of: 

(a) -H, \ 

(b) -C1-C6 alkyl optipnally substituted with one 
substituent selected from the group consisting of: 

(i) -OH, and 

(ii) -NH 2 , 
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three -F, -CI, -Br, or -I, 



triple bond, 



double bonds), 
triple bonds), 




above, 



defined above, 



(c) -C1-C6 alkyl optionally substituted with one to 

(d) -C3-C7 cycloalkyl, 

(e) -(C1-C2 alkyl)-(C 3 -C 7 cycloalkyl), 

(f) -(C,-C 6 alkyl)-0-(C,-C 3 alkyl), 

(g) -C2-C6 alkenyl with one or two double bonds, 

(h) -C2-C6 alkynyl with one or two triple bonds, 

(i) -Ci-Ce alkyl chain with one double bond and one 



(j) -Ri-aryi where Ri- ar yi is as defined above, and 
(k) -Ri-heteroaryi where Ri -heteroaryi is as defined above, 
m -(CH 2 )o^CO-(CrCi2 alkyl), 
(9) \<CH2)o-4-CO-(C2-Ci2 alkenyl with one, two or three 

H2)cm-CO-(C2-Ci2 alkynyl with one, two or three 

(1 1) ^Ch3(o-4-CO-CC3-C7 cycloalkyl), 



(12) -(G 



o^CO-Ri-aryi where Ri- ary i is as defined above, 



(13) ^CH 2 jd^CO-Ri.heteroaryi where Ri -heteroaryi is as defined 

(14) -(CH2)o-4-CO-Ri-heterocycle where Rl-heterocycle IS as 



(15) -(CH2)o^-COrR>j-4 where Rn-4 is selected from the 
group consisting of morpholinyl, thiomorpholinyl\ piperazinyl, piperidinyl, 
homomorpholinyl, homothiomorpholinyl, homothiomorpholinyl S-oxide, 
homothiomorpholinyl S,S-dioxide, pyrrolinyl and pyrrolidinyl where each group is 
optionally substituted with one, two, three, or four of:\Ci-C6 alkyl, 

(16) -(CH 2 )o-4-CO-0-Rn-5 where\R N -5 is selected from the group 

consisting of: 

(a) Ci-C 6 alkyl, 
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above, 
bonds, 
bonds, 



defined above, 



defined above, 



(b) -(CH 2 )o-2-(Ri-aryi) where Ri- ary i is as defined 

(c) C2-C6 alkenyl containing one or two double 

(d) C2-C6 alkynyl containing one or two triple 

(e) C3-C7 cycloalkyl, 

(f) -(CH 2 )o-2-(Rl-heteroaryl) where Rl-heteroaryl is as 

(1\7) -(CH2)o^-S02-NRn- 2 Rn-3 where Rn-2 and Rn-3 are as 



(18) WCH 2 )o^-SO-(Ci-C 8 alkyl), 

(19) 4pH 2 )o^S0 2 -(CrC 12 alkyl), 
(20) -(CH 2 ) 0 ^-!SO 2 -(C3-C7 cycloalkyl), 

(21) ^CH 2 )o-4-N(H or R N . 5 )-CO-0-R N -5 where R N . 5 can be 
the same or different and is as defined above, 



(22)-(CH 2 )() 



4(H ot/Rn-5 )-CO-N(R N -5) 2 , where R N -5 can 



be the same or different and is as defined abWe; 

(23) -(CH 2 ) 0 J|-T\-CS-N(Rn-5)2, where R N -s can be the same 
or different and is as defined above, 

(24) -(CH 2 )o^-N(-N or R N _ 5 )-CO-R N -2 where R N - 5 and R N . 2 
can be the same or different and are as defined abo^te, 

(25) -(CH 2 )o-4-NRn- 2 R\-3 where Rn- 2 and Rn-3 can be the 
same or different and are as defined above, 

(26) -(CH 2 )o^-Rn^ where\RN-4 is as defined above, 

(27) -(CH 2 )o^-0-CO-(Ci-06 alkyl), 

(28) -(CH 2 )o-4-0-P(0)-(OR N \ryi-i)2 where R N -aryi-i is -H or 

C1-C4 alkyl, 

(29) -(CH 2 )o-4-0-CO-N(Rn- 5 )2 #ere R N . 5 is as defined 

above, 
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" " " ~ ------ " (30) -(CH 2 )o-4-0-CS-N(Rn. 5 )2 where R N . 5 is as defined 

above, 

(31) -(CH2)o-4-0-(Rn-5)2 where Rn-s is as defined above, 

(32) -<CH 2 )o-4-0-( R N - 5 )2-COOH where R N _ 5 is as defined 

above, 

(33) -(CH 2 )o-4-S-( Rn-s)2 where R N _ 5 is as defined above, 

(34) -(CH 2 ) 0 -4-O-(Ci-C 6 alkyl optionally substituted with 
one, two, three, four, or five -\F), 

\5) C3-C7 cycloalkyl, 
5) C2-C6 alkenyl with one or two double bonds optionally 
substituted with C r C 3 alkyl, -F, ^Cl, -Br, -I, -OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, or - 
NRi_aRi-b where Ri_ a and Ri_b are as, defined above, 

(37) C\-C6 alkynyl with one or two triple bonds optionally 
substituted with C1-C3 alkyl, -F, -CI, W, -I, -OH, -SH, -ON, -CF 3 , C r C 3 alkoxy, or - 
NRi-aRi-b where R]. a and Ri_b are as denned above, 

(38) -(CH$<u-N(-H or R n . 5 )-S0 2 -Rn-2 where R N _ 5 and R N _ 2 




can be the same of different and are as de 

(39) -(CH 2 ) 0 



;ribed above, or 

cycloalkyl, 




(B) -RN-heteroaiyi , wh t4 R N . he teroaryi is selected from the group as 
defined above in Ri-heteroaryi and where the RNVeteroaryi group is bonded by any atom of the 
parent RN-heteroaryi group substituted by hydrogen such that the new bond to the RN-heteroaryi 
group replaces the hydrogen atom and its bond, \vhere heteroaryl is optionally substituted 
with one, two, three, or four of: 

(1) Ci-Ce alkyl, optionally substituted with one, two or 
three substituents selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, 
-OH, -SH, -ON, -CF 3 , Ci-C 3 alkoxy, and -NRi_ a Ri_i\ where Ri_ a and Ri_b are as defined 
above, 

(2) -OH, 

(3) -N0 2 , 

(4) -F, -CI, -Br, or -I, 

(5) -CO-OH, 



252 



13615.41USU1/WOU1 



PATENT 



(6) -ON, 

(7) -(CH 2 )o-4-CO-NR n . 2 Rn-3 where R N _ 2 and R N . 3 are the 
same or different and a^ selected from the group consisting of: 

(a) -H, 

(b) -Ci-Ce alkyl optionally substituted with one 
substituent selected from the ^jroup consisting of: 

(i) -OH, and 

(ii) -NH 2 , 

(c) -CpCe alkyl optionally substituted with one to 



three -F, -CI, -Br, or -I, 



triple bond, 



double bonds), 
triple bonds), 



above, 

defined above, 



0 



C3-C7 cycloalkyl, 

(e) \(C,-C 2 alkyl)-(C 3 -C 7 cycloalkyl), 

(f) -(Ci-C 6 alky^-O-Cd-Cs alkyl), 

(g) -C\-C6 alkenyl with one or two double bonds, 

(h) -C2-C6 alkynyl with one or two triple bonds, 

(i) -Ci-CeWkyl chain with one double bond and one 



(j) -Ri-aryi wftifepeiii _ ary i is as defined above, and 
(k) -Ri-heterloliVhere Ri-heteroaryi is as defined above, 

(8) ^CH 2 ) 0 ^-COKCi-a 2 alkyl), 

(9) -(CH 2 ) 0 -4-CO-(C 2 -c\ alkenyl with one, two, or three 

(10) -(CH 2 ) 0 ^-CO-(C 2 -Ci 2 Vlkynyl with one, two, or three 

(11) ^CH 2 )o-4-CO-(C3-C 7 cycloalkyl), 

(12) -(CH 2 )o-4-CO-Ri-aryi where\Ri. ary i is as defined above, 

(13) -(CH 2 )o^-CO-Ri. h eteroaryi wh^re Ri-heteroaryi is as defined 



(14) -(CH 2 ) 0 ^-CO-Ri.heterocycle whem Rl -heterocycle is as 
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(15) ~(CH 2 )(m-CO-Rn^ where R N -4 is selected from the 
group consisting of morpholinyl, thiomorpholinyl, piperazinyl, piperidinyl, 
homomorpholinvl, homothiomorpholinyl, homothiomorpholinyl S-oxide, 
homothiomorpholinyl S,S-dioxide, pyrrolinyl and pyrrolidinyl where each group is 
optionally substitute^ with one, two, three, or four of: C\-Ce alkyl, 

(16) -(CH 2 )o^-CO-0-Rn-5 where R N -5 is selected from the group 

consisting of: 

(a) Ci-C 6 alkyl, 

(b) -(CH 2 )o-2-(Ri-aryi) where Ri- ary iis as defined 

(c) C2-C6 alkenyl containing one or two double 

(d) C2-C6 alkynyl containing one or two triple 

(e) C3-C7 cycloalkyl, and 

(fr -(CH 2 )o-2-(Rl-heteroaryO where Rl-heteroaryl IS as 



above, 
bonds, 
bonds, 



(17) -(CH 2 ^a4-S0 2 -NRn- 2 Rn-3 where Rn- 2 and Rn-3 are as 




defined above, 
defined above, 

(18) -(CH 2 |o^\$0-(CrC 8 alkyl), 

(19) -(CH 2 ) 0 ^-Sp 2 .(C r C 12 alkyl), 
(20) -(CH 2 )o^-S0 2 -(C 3 -G 7 cycloalkyl), 

(21) -(CH 2 ) 0 -4-N(l\or R N - 5 )-CO-0-R N -5 where R N - 5 can be 
the same or different and is as defined above, 

(22) -(CH 2 ) 0 -4-N(H o^Rn-5 )-CO-N(R N - 5 )2, where R N . 5 can 
be the same or different and is as defined above, 

(23) -(CH 2 )o-4-N-CS-N(^ N . 5 ) 2 , where R N -5 can be the same 
or different and is as defined above, 

(24) -(CH 2 ) 0 ^-N(-H or R N -s> c °- r n-2 where R N _ 5 and R N - 2 
can be the same or different and are as defined above, 
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(25) -(CH 2 )o-4-NR n _ 2 Rn-3 where R N -2 and R N -3 can be the 
same or differentVnd are as defined above, 

(26) -(CH2)o-4-Rn-4 where Rn-4 is as defined above, 

(27) -(CH 2 )o-4-0-CO-(C,-C 6 alkyl), 

(28) -~(CH2)o-4-0-P(0)-(ORN-aryi-i)2 where R N -aryi-i is -H or 



C1-C4 alkyl, 

above, 

above, 



(29) -(CH 2 ) 0 -4-O-CO-N(R N . 5 ) 2 where R N . 5 is as defined 

(30) -(CH 2 )o-4-0-CS-N(R N . 5 )2 where R N . 5 is as defined 

(3b) -(CH2)o-4-0-(Rn-5) 2 where Rn-5 is as defined above, 
(32)WCH 2 )o-4-CH R N -5)2-COOH where R N - 5 is as defined 



above, 



(33) -(CH2)(m-S-( Rn-s)2 where Rn-5 is as defined above, 

(34) -(C^2)o-4-0-(Ci-C6 alkyl optionally substituted with 
one, two, three, four, or five of -F), 

(35) C 3 -C 7 Wcloalkyl, 



(36) C 2 -C 6 a: 

substituted with C1-C3 alkyl, -F, -CI, -Br, - 



with one or two double bonds optionally 
OH, -SH, -ON, -CF 3 , C1-C3 alkoxy, or - 



NRi_ a Ri_b where Ri_ a and Ri_b are as defined above, 

(37) C2-C6 alkyiwl with one or two triple bonds optionally 
substituted with C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C=N, -CF 3 , C r C 3 alkoxy, or - 
NRi.aRi-b where Ri_ a and Ri_b are as defined above, or 

(38) -(CH 2 )o-4-N(-H\or R n . 5 )-S0 2 -Rn-2 where R N . 5 and R N _ 2 
can be the same of different and are as described above, 

(39) -(CH2V4- C3-C7 c^loalkyl, 

(C) RN-ary]-W-RN-ary], 

(D) RN-aryl-W-RN-heteroaryl? 

(E) RN-aryl-W-RN-l-heterocycle, where R\-l-heterocycle is the Same as Ri_ 

heterocycie? as defined above, 

(F) RN-heteroary1-W-RN-ary1> 
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(G) RN-heteroaryl-W-RN-heteroaryl) 

(H) R N -heteroaryl~W-Ri -heterocycle> 

(I) Rl-heterocycle-W-R N . ar y|, 
(J) Rl-heterocycle-W-RN-heteroaryU and 
(K) R] -heterocycle" W-R] -heterocycle> 

where W is 

(6) -(CH 2 )(m-, 

(7) -0-, 

(8) -S(0)o-r, 

(9) -N(R N _ 5 )- where Rn-5 is as defined above, or 

(10) -CO-; 

(II) -CO-(Ci-C\o alkyl) where alkyl is optionally substituted with one, 
two, or three substituents selected from the group consisting of: 

(A) -OH, 

(B) -Ci-C 6 alkoxy, 

(C) -Ci-C 6 thioalkoxy, 

(D) -CO-O-RiU/where R N _ 8 is -H, Ci-C 6 alkyl or -phenyl, 

(E) -CO-NRn-2^n-p wh^re Rn-2 and Rn-3 are the same or different 
and are as defined above, 

(F) -CO-Rn-4 wiefy Rn-4 is as defined above, 

(G) -SOa^CrCgalW 

(H) -SO2-NRN-2RN-3 w(here Rn-2 and RN-3.are the same or different 
and are as defined above, 

(I) -NH-CO-(Ci-C 6 alkyk 

(J) -NH-CO-O-Rn-8 wherevRN-8 is as defined above, 
(K) -NRn-2Rn-3 where Rn- 2 \nd Rn-3 are the same or different and 

are as defined above, 

(L) -R N -4 where Rn^ is as defiiif d above, 
(M) -0-CO-(Ci-C 6 alkyl), 

(N) -0-CO-NR N -8Rn-8 where R N -8\are the same or different and are 

as defined above, 
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(O) -0-(C,-C 5 alkyl)-COOH, 

(P) -0-(Ci-C6 alkyl optionally substitued with one, two, or three 

-F, -CI, -Br, or 

(Q) -NH-S0 2 -(Ci-C6 alkyl), and 
(R) -F, or -CI, 

(III) -CCv(Ci-C 6 alkyl)-0-(Ci-C 6 alkyl) where alkyl is optionally 
substituted with one, two,Vr three substituents selected from the group consisting of: 

(A) -V 

(B) -c\c 6 alkoxy, 

(C) -Ci-C\6 thioalkoxy, 

(D) -CO-Q-Rn-8 where R N -8 is -H, Q-C6 alkyl or , -phenyl, 

(E) -CO-NR^j_2Rn-3 where Rn-2 and R N -3 are the same or different 
and are as defined above, 

(F) -CO-Rn-4 Where Rn-4 is as defined above, 



(G) -S0 2 -(C,-C 8 

(H) -S0 2 -NR N . 2 R] 
and are as defined above, 

(I) -NH-CO-(Ci 
(J) -NH-CO-O-Rn 



kyl), 

^vhere IW2 and Rn-3 are the same or different 



\\ where Rn-8 is as defined above, 
(K) -NRn-2Rn-3 where R\_2 and Rn-3 are the same or different and 

are as defined above, 

(L) -Rn-4 where R N _4 is as defined above, 
(M) -0-CO-(CrC6 alkyl), 

(N) -0-CO-NRn-8Rn-8 where tl^e Rn-sS are the same or different 
and are as defined above, 

(O) -0-(Ci-C 5 alkyl)-COOH, 

(P) -0-(Cj-C6 alkyl optionally substituted with one, two, or three 

-F, -CI, -Br, or -I), 

(Q) -NH-S0 2 -(Ci-C 6 alkyl), and 
(R) -F, or -CI, 
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IV) -CO-(Ci-C 6 alkyl)-S-(C r C 6 alkyl) where alkylTs optionally 
substituted with o\e, two, or three substituents selected from the group consisting of: 
(A) -OH, 

\(B) -C r C 6 alkoxy, 
1) -C i -Ce thioalkoxy , 

(D) -CO-O-Rn-8 where R N -8 is as defined above, 

(E) \CO-NRn-2Rn-3 where Rn-2 and Rn-3 are the same or different 
and are as defined above, 

(F) -CG|-Rn-4 where Rn-4 is as defined above, 

(G) -SoWrCg alkyl), 

(H) -S02-^Rn-2Rn-3 where Rn-2 and Rn-3 are the same or different 
and are as defined above, 

(I) -NH-CO-0Ci-C 6 alkyl), 

(J) -NH-CO-OaRn-8 where R N -8 is as defined above, 
(K) -NRn-2Rn-3 \here Rn-2 and Rn-3 are the same or different and 

are as defined above, 

(L) -Rn-4 where Rn^/s^s defined above, 
(M) -0-CO-(C r C 6 
(N) -O-CO-NRN-sRk-sVhere Rn-8 are the same or different and are 



as defined above, 



(O) -0-(Ci-C 5 alkyl)-CO©H, 

(P) -0-(Ci-C6 alkyl optionally substituted with one, two, or three 



-F, -CI, -Br, or -I), 



(Q) -NH-S0 2 -(Ci-C 6 alkyl), Vid 
(R) -F, or -CI, 

(V) ^0-CH(-(CH 2 )o- 2 -0-R^ where R N - ary i 

and RN-heteroaryi are as defined above, where Rn-io is selected from the group consisting of: 

(A) -H, 

(B) Ci-C 6 alkyl, 

(C) C3-C7 cycloalkyl, 

(D) C2-C6 alkenyl with one double bonfl, 



258 



13615.41USU1/WOU1 



PATENT 



'""(E) C2-C6"alkynyr with one triple bond; 
(F) Ri-aryi where Ri- ary i is as defined above, and 
V(G)R N 

-heteroaryl 

where RN-heteroaryi is as defined above, or 
(VI) -CO-(C3-Cg cycloalkyl) where alkyl is optionally substituted with one 
or two substituents selected from the group consisting of: 

(A) VcH 2 )o-4-OH, 

(B) -((SH 2 )o-4-Ci-C 6 alkoxy, 

(C) -(C^2)o-4-C r C 6 thioalkoxy, 

(D) -(CH2^_ 4 -CO-0-R N -8 where R N . 8 is -H, C,-C 6 alkyl or ■ 

phenyl, 

(E) -(CH2)o-4\CO-NR N -2Rn-3 where R N _ 2 and R N . 3 are the same or 
different and are as defined above, 

(F) -(CH2)o-4-CO-Rn-4 where Rn^ is as defined above, 

(G) -(CH 2 )o-4-S0 2 \(C 1 -C 8 alkyl), 

(H) -(CH2)o-4-S02-T 5 JRn-2Rn-3 where R N -2 and R N , 3 are the same or 
different and are as defined above, 

(I) -(CH 2 ) 0 -4-NH-C^-C 6 alkyl), 
(J) -NH-CO-0-R N - 8 vj 

(K) -(CH2)o-4-NRn-2Rn-3 w^ere R N -2 and R N _ 3 are the same or 
different and are as defined above, 

(L) -(CH 2 )o-4-R>m where Rn-4 ^ as defined above, 
(M) -0-CO-(Ci-C 6 alkyl), 
(N) -0-CO-NR N -8Rn-8 where R N -8 ate the same or different and are 



her^l N _8 is as defined above, 



as defined above, 



-F, -CI, -Br, or -I), 



(O) -0-(Ci-C 5 alkyl)-COOH, 

(P) -0-(Ci-Ce alkyl optionally substituted with one, two, or three 

(Q) -NH-S0 2 -(Ci-C 6 alkyl), and 
(R)-F, or -CI; 
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where Rn-a is selected from the group consisting of H, Ci - Cio alkyl, C2 - C10 
alkenyl and alkyWl, phenyl, Ci - C4 alkyl-Rw-aryi , Ci - C4 alkyl-RN-heteroaryi , Ci - C4 
alkyl-C3-C7 cycloalkyl and Ci - C4 alky 1-Ri-heterocycie, wherein each multi-atom group may 
be optionally substituted with one, two, or three substituents independently selected from 
the group consisting of\-F, -CI, -OH, -SH, -ON, -CF 3 , C r C 3 alkoxy, -C(0)0-Ri_ a , and - 
NRi_ a Ri-b where R t - a ana\Ri_ b are -H, C\-Ce alkyl or phenyl; 

where Z is selected from the group consisting of: 

(A) -cW 

(B) -S(OJi- 2 -, 

(C) -C(0)\x N -i- where X N _i is selected from the group consisting 
of -0-, -S- and -NR'- and where R' is as defined above; and 

(D) a single Bond; 



where Rc is: 

(I)-Ci-Cio alkyl optional! 
selected from the group consisting of C 



substituted with one, two or three substituents 
: 3 alkyl, -F, -CI, -Br, -I, -OH, 



-SH, -C=N, -CF 3 , C r C 6 alkoxy, -O-phenyi) 



above, -OC=0 NRi. a Ri.b where Ri_ a anc 



i_b where Ri. a and Ri_b are as defined 



Rl-bVe as defined above, -S(=0)o-2 Ri-a where 
Ri_ a is as defined above, - NRi_ a C=0 NI 4_ a Ri_iWhere Ri_ a and Ri_ b are as defined above, - 
C=0 NRi. a Ri. b where Ri_ a and Ri- b are as define^ above, and -S(=0) 2 NRi_ a Ri_ b where Ri. 
a and Ri_b are as defined above, 

(II) -(CH2)o-3-(C 3 -C8) cycloalkyl wh&re cycloalkyl can be optionally 
substituted with one, two, or three substituents selected from the group consisting of C\- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C=N, -CF 3 , Ci-c\ alkoxy, -O-phenyl, -CO-OH, - 
CO-0-(Ci-C4 alkyl), and -NRi- a Ri-b where Ri_ a and Ri-bWe as defined above, 

(III) -(CRc- x Rc- y )o-4-Rc-aryi where Rc-x and^c-y are 

(H) -H, 

(I) C1-C4 alkyl optionally substituted\with one, or two -OH, 
(J) C1-C4 alkoxy optionally substituted with one, two, or three -F, 
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(K)-(CH 2 )o-4-C 3 -C7 cycloalkyl, 
(L) C2-C6 alkenyl containing one or two double bonds, 
(M) C2-C6 alkynyl contianing one or two triple bonds, 
V (N) phenyl-, or 

J) C0-C4 alkylC(O) NRi. a Ri-b where Ri_ a and Ri_ b are as defined 

above, 

and where Rc_ x and Rc-y are taken together with the carbon to which they 
are attached to form a carboc.vcle of three, four, five, six, or seven carbon atoms, 
optionally where one carbon atom is replaced by a heteroatom selected from the group 
consisting of -0-, -S-, -SO2-, and Rc-aryi where Rc-aryi is the same as RN-aryi and 

where Rc-aryi may optionally be substituted with -C0-C4 alkyl-C(O) NRi_ a Ri-b> C0-C4 
alkylC(O) ORi_ a where Ri_ a and RiVare as defined above, 

(IV) -(CRc-xRc-y)o^-Rc-heteroaryl where Rc-heteroaryl IS the Same as RN-heteroaryl 

and Rc-x and Rc- y are as defined above, 

(V) -(CRc- x Rc-y)o-4-Rc-a^|Rc-aiyi where Rc-aryi, Rc-x and Rc-y are as defined 
above, \ ~ / 

(VI) -(CRc. x Rc-y)o^-Rc-arj ^Hpheteroaryl where Rc-aryl 9 Rc-heteroaryl, Rc-x and 

Rc-y are as defined above, 

(VII) -(CRc-xRc-y)o-4-Rc-heteroar\l-Rc-aryl where Rc -heteroaryl, Rc-aryi, Rc-x and 

Rc-y are as defined above, \ 

(VIII) "(CR<:.xR<:-y)o^-Rc-heteroaryl-F^-heteroary1 where Rc-heteroaryl, Rc-x and Rc-y 

are as defined above, \ 

(IX) -(CRc-xRc-y)o-4-Rc-a!7l-Rc-heterocycle where Rc-heterocycle IS the Same as 

Ri-heterocycie, and where Rc-aryi, Rc-x and Rc-y are as defined above, 

(X) -(CRc-xRc-y)o-4-Rc -heteroaryl" Rc -heter\;ycle Where Rc-heteroaryl, Rc-heterocycle, 
Rc-x and Rc- y are as defined above, ^ 

(XI) -(CRc-xRc-y)o-4-Rc-heterocycle-Rc-aryl Were Rc -heterocycle? Rc-aryi, Rc-x and 

Rc-y are as defined above, 

(XII) -(CRc-xRc-y)o-4"Rc-heterocycle-Rc-heteroaryJ where Rc-heterocycle, Rc-heteroaryl, 

Rc-x and Rc- y are as defined above, 
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^XIII) -(CRc-xRc-y)o-4-Rc-heterocycle-Rc-heterocycle where Rc-heterocycle> Rc-x and 

Rc- y are as defineel above, 

(XIVQ -(CRc- x Rc-y)o-4-Rc-heterocycie where Rc-heterocycie, Rc-x and Rc- y are as 

defined above, 

(XV) -[C^ C -i)(Rc-2)]i-3-CO-N-(Rc-3) 2 where Rc- 3 is as defined below and 
Rc-i, Rc-2 are the same or different and are selected from the group consisting of: 
(A) 

(B) -C1VC6 alkyl, optionally substituted with up to three 
substituents independently selected from the group consisting of C1-C3 alkyl, -F, -CI, -Br, 
-I, -OH, -SH, -ON, -CF 3 , Ci-CeVlkoxy, -0- phenyl, and -NRi_ a Ri: b where R^ and Ri. b 
are as defined above, 

(D) C2-C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three substituents selected from the group consisting of Ci- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -cW -CF 3 , Ci-C 6 alkoxy, -O- phenyl, and -NRi- a Ri- 
b where Ri_ a and Ri_b are as defined abo\ 

(E) C2-C6 alkynyl \fcith one or two triple bonds, optionally 
substituted with one, two or three substituq^selected from the group consisting of Ci- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C=N,4^ArC^C 6 alkoxy, -O- phenyl, and -NRi_ a Ri- 
b where Ri_ a and Ri_b are as defined above, 

(F) -(CH 2 ) 1 . 2 -S(O) 0 -2-(CVC 6 alkyl), 

(F) -(CH2)o-4-C 3 -C7 cycloalkyl, optionally substituted with one, 
two or three substituents selected from the group consisting of Ci-C 3 alkyl, -F, -CI, -Br, - 
I, -OH, -SH, -C=N, -CF 3 , Ci-C 6 alkoxy, -O- phenyl\and -NRi_ a Ri- b where Ri_ a and Ri_ b 
are as defined above, 

(G) -(C1-C4 alkyl)-Rc-aryi where^c-aryi is as defined for Ri_ a ryi, 

(H) -(Ci-C 4 alkyl)-Rc-heteroaryi where Rc-heteroaryi is as defined above, 

(I) -(Ci-C4alkyl)-Rc-heterocycie wheA Rc-heterocycie is as defined above, 
(J) -Rc-heteroaryi where Rc-heteroaryi is a^ defined above, 

(K) -Rc-heterocycie where Rc-heterocycie is Vs defined above, 
(M) -(CH 2 )M-Rc-4-(CH 2 )o-4-Rc^-aryi whire Rc-4 is -0-, -S- or 
-NRc-5- where Rc-5 is C\-Ce alkyl, and where Rc-aryi is defineq above, 



262 



13615.41USU1/WOU1 

\ 



PATENT 



~(N)~(CH2)T^R^(CH 2 )o^Rc-he 
are as defined abov\ and 

f O) -Rc-aryi where Rc-aryi is as defined above, 
and where Rc-3 is the same or different and is: 

(aW 

(B) -Gi-Ce alkyl optionally substituted with one, two or three 
substituents selected from theVroup consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, 
-SH, -C=N, -CF 3 , Ci-Ce alkoxy\-0- phenyl, and -NRi. a Ri-b where Ri_ a and Ri-b are as 
defined above, 

(C) C2-C6 alkenyl with one or two double bonds, optionally 
substituted with one, two or three suWtituents selected from the group consisting of Ci- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -CfeN, -CF 3 , Ci-C 6 alkoxy, -O- phenyl, and -NRi. a Ri_ 
b where Ri_ a and Ri_b are as defined above, 

(D) C2-C6 alkynyl with one or two triple bonds, optionally 



substituted with one, two or three substitut 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -ON, 
b where Ri- a and Ri_b are as defined above, 
(EMCH 2 )o-4-C3-C 7 



its selected from the group consisting of Ci- 
alkoxy, -O- phenyl, and -NRi_ a Ri- 

ycltoalkyl, optionally substituted with one, 
two or three substituents selected from the groupXconsisting of C1-C3 alkyl, -F, -CI, -Br, - 
I, -OH, -SH, -C=N, -CF 3 , C1-C6 alkoxy, -O- phenyl, -NRi_ a Ri-b where Ri_ a and Ri_ b are as 
defined above, 

(F) -Rc-aryi where Rc»-aryi is as defined above, 

(G) -Rc-heteroaryi where Rc-heteroarykis as defined above, 

(H) -Rc-heterocycie where Rc-heterocyA is as defined above, 
(I) -(C1-C4 alkyl)-Rc'. ar yi where Rc-aryi is aa defined above, 

(J) -(C1-C4 alkyl)-Rc-heteroaryi where Rc-heteroaryi is as defined above, 



or 



above, 

defined above, 



(K) -(C1-C4 alkyl)-Rc-heten)cycie where Rd,heterocycie is as defined 
(XVI) -CH(Rc- a ryi)2 where Rc-aryi are the same or different and are as 
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(XVII) -CH(Rc-heteroaryi)2 where Rc heteroaryi are the same or different and 
are as defined above 

(XVIll\-CH(Rc-aryl)(Rc-heteroaryl) where Rc-aryl and R C 

-heteroaryl are as 

defined above, 

(XIX) -cyctopentyl, -cyclohexyl, or -cycloheptyl ring fused to Rc-aryi or 

Rc-heteroaryl Or Rc-heterocycle where Rc-aryl Or Rc-heteroaryl Or Rc-heterocycle are as defined above 

where one carbon of cyclopemyl, cyclohexyl, or cycloheptyl is optionally replaced with 
NH, NRn-5 ? O, or S(=0)o- 2 » anaywhere cyclopentyl, cyclohexyl, or cycloheptyl can be 
optionally substituted with one oV two -C1-C3 alkyl, -F, -OH, -SH, -C=N, -CF 3 , Ci-C 6 
alkoxy, =0, or -NRi_ a Ri-b where R\_ a and Ri_b are as defined above, 

(XX) C2-C10 alkenyl containing one or two double bonds optionally 
substituted with one, two or three substituents selected from the group consisting of Ci- 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -cW, -CF 3 , d-C 6 alkoxy, -O- phenyl, and -NRi, a Ri_ 
b where Ri_ a and Ri_b are as defined abo\ 

(XXI) C2-C10 alkynyl containing one or two triple bonds optionally 



te selected from the group consisting of Ci- 
Ci-Qs alkoxy, -O- phenyl, and -NRi. a Ri_ 



substituted with one, two or three substitut 
C 3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C-N, 
b where Ri_ a and Ri_b are as defined above, 

(XXI) -(CH 2 )o-rCHRc-6-((lH2)o-\-Rc-aryi where Rc-aryi is as defined above 
andRc-6 is -(CH 2 ) 0 -6-OH, 

(XXII) -(CH 2 )o-i-CHRc-6-(CH 2 )o-i-%:-heteroaryi where Rc-heteroaryi and Rc-6 is 
as defined above, 

(XXIII) -CH(-Rc-aryi or Rc-heteroaryi)-CO r O(CrC 4 alkyl) where Rc-aryi and 
Rc-heteroaryi are as defined above, 

(XXIV) -CH(-CH 2 -OH)-CH(-OH)-phen>^-N0 2 , 

(XXV) (C r C 6 alkyl)-0-(C r C 6 alkyl)-OH, 

(XXVII) -CH 2 -NH-CH 2 -CH(-0-CH 2 -CH 3 ) 2) W 

(XXVIII) - (CH 2 )o- 6 -C(=NRi. a )(NRi. a R 1 . b ) wh\re R u and R ub are as 
defined above, 
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whe\e Rc-a is H, Ci - Cio alkyl, C2 - Cio alkenyl and alkynyl, phenyl, Ci - C4 
alkyl-R N -aryi , §1 - C 4 alkyl-R N -heteroaryi , Ci - C4 alkyl-C3-C7 cycloalkyl, or Ci - C 4 alkyl- 
Ri-heterocycie, wherfein each multi-atom group may be optionally substituted with one, two, 
or three substituents independently selected from the group consisting of -F, -CI, -OH, - 
SH, -ON, -CF 3 , Ci^C 3 alkoxy, -C(0)0-Ri- a , and -NRi_ a Ri_ b where Ri. a and Ri_ b are -H, 
Ci-Ce alkyl or phenyl; > 

where Rc-a, -Z-Rr, and the nitrogen atom to which they attach may cyclize to 
form a ring or fused rings chosen from the group consisting of 5-8 membered 
heterocyclics having up to 2 neteroatoms in addition to the ring nitrogen defined above 
chosen from the group consisting of N, O, and S, which may optionally be fused with 
one, or two phenyl, pyridyl, cyclohexyl, piperidinyl or morpholinyl, 

where the ring or fused rings may optionally have one, two, or three substituents 
independently chosen from the group of: 
(l)Ci-C 6 alkyl, 

C2-C6 alkenyl with ime or two double bonds, or 
C2-C6 alkynyl with one £>r two triple bonds, wherein each may be 



optionally substituted with one, two, or tl 
consisting of -F, -CI, -OH, -SH, -ON, -G 
Ri_b are -H or C\-Ce alkyl, 



ysujastituents selected from the group 
"1-C3 alkoxy, and -NRi_ a Ri_b where Ri_ a and 



(10) -F,Cl,-Br,or-I, 

(11) -C1-C6 alkoxy optionally substituted with one, two, or three -F, 

(12) -NRn-2Rn-3 where Rn-2 and are. as defined below, 

(13) -OH, 

(14) -ON, 

(15) =0(oxo), 

(16) -CO-(Ci-C 4 alkyl), 

(17) -S02-NRi- a Ri-b where Ri- a and Ri_b aftp as defined above, or 
(10)-CO-NRi- a Ri-b where Ri_ a and Ri_ b are as defined above, 

or pharmaceutical^ acceptable salts thereof. 



265 



13615.41USU1/WOU1 



PATENT 



65. A method\of treatment according to claim 64, wherein the disease is Alzheimer's 
disease. 

66. A method of treatment according to claim $4, wherein the method is helping prevent 
or delay the onset oi\Alzheimer ! s disease. 



67. A method of treatment according to claim o4, wherein the disease is mild cognitive 
impairment. 



68. A method of treatment according to claim 64, wherein the disease is Down's 
syndrome. 



69. A method of treatment according to claim 64, wherein the disease is Hereditary 
Cerebral Hemorrhage with Amyloidosis of the Dutch-Type. 



70. A method of treatment according to claim 64, wherein the disease is cerebral 
amyloid angiopathy. 

71. A method of treatment according to ojaim 64, wherein the disease is degenerative 
dementias. 



72. A method of treatment according to claii AS* , wherein the disease is diffuse Lewy 
body type of Alzheimer's disease. 



73. A method of treatment according to claim 64,^vherein the method is treating an 
existing disease. 

74. A method of treatment according to claim (W, wherein the method is preventing a 
disease from developing. 
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75. A nWhod of treatment according to clairn64, wherein the therapeutically effective 
amount forspral administration is from about 0.1 mg/day to about 1,000 mg/day; for 
parenteral, sublingual, intranasal, intrathecal administration is from about 0.5 to about 
100 mg/day; for depo administration and implants is from about 0.5 mg/day to about 50 
mg/day; for topical administration is from about 0.5 mg/day to about 200 mg/day; for 
rectal administration is from about 0.5 mg to about 500 mg. 



76. A method of treatment according to claim 75, wherein the therapeutically effective 
amount for oral administration is from about 1 mg/day to about 100 mg/day and for 
parenteral administration^ from about 5 to about 50 mg daily. 

77. A method of treatment according to claimV6 where the therapeutically effective 
amount for oral administrations from about 5 mg/day to about 50 mg/day. 



78. A method of treatment according to claim 64, wherein Ri is: 

-(CH2)o-r(Rl-aryl)> Or 
-(CH2) n 1 "(Rl -heteroaryl) • 

79. A method of treatment according tS^claim 7&, wherein Ri is: 

-(CH 2 )-(Rl-aryl), Or 
-(CH2)-(Rl-heteroaryl)- 



80. A method of treatment according to claim\79, wherein Ri is -(CH 2 )-(Ri- a ryi) where 
Ri-aryi is phenyl. 

81. A method of treatment according to claini86, ^(herein Ri is substituted with two -F. 

82. A method of treatment according to claim Vl, wh^ein the -F substitutions are on the 
-3 and -5 positions. 



83. A method of treatment according to claim 64, wherein\R 2 and R3 are both -H. 
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84. A method of treatment according to claim 64, wherein Rc is: 

-CrCsMkyl, 

-(CH 2 ) 0 . 3 \(C3-C7) cycloalkyl, 

-(CRc-xRc-V0-4-Rc-aryl ? 
-(CRc-xRc-y)o^-Rc-heteroaryl, 
-(CRc-x^-y)o^\Rc-heterocycle 5 Or 

-Cyclopentyl Or Wcbhexyl ring fused tO Rc-aryl Or Rc-heteroaryl Or Rc- heterocycle 

85. A method of treatmeimaccording to claim^, wherein Rc is: 

-(CH 2 )o-3-(C3-C 7 ) cycloalkyl, ( 

-(CRc- x Rc-y)o-4-Rc-arylO 

-(CRc- x Rc-y)o-4-Rc-heteroaVl 
-(CRc-xRc-y)o-4-Rc-heterocycFe ? 
-Cyclopentyl Or -Cyclohexyl ring fused tO a Rc-aryl Or Rc-heteroaryl Or Rc-heterocycle. 



*0 

m 



ingVto claims, 



wherein Rc is: 



86. A method of treatment according^ 

-(CRc-xRc-y)o-4-Rc-aryl> 
-(CRc-xRc^O^-Rc-heteroaryl, 

-Cyclopentyl Or -Cyclohexyl ri|g fiypd tO a Rc-aryl Or Rc-heteroaryl Or Rc-heterocycle 

87. A method of treatment according to claiijHk), wherein Rc is: 

-(CRc- x Rc- y )o^-Rc-aryi where Rc-aryi is phenyl. 

88. A method of treatment according to claimV^ wherein said phenyl is substituted in 
the 3-position or 3,5-positions. 



89. A method of treatment according to claim 64, wherein Rc-a is: 
-methyl, or 
-ethyl. 
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90. A niethod of treatment according to claim^, wherein Z is: 
-GfOKor 

-C((^)-X N _i- where Xn-i is selected from the group consisting of -0-, -S- and - 

NR'-. 



91. A method of\reatment according to claim 64, wherein R N is: 

-R N -i-X N - where X N is -CO-, where R N -i is RN-aryi or RN-heteroaryi where RN-aryi is 

phenyl where the substitution on phenyl is 1,3-, and where RN- ary i or RN-heteroaryi are 

substituted with one -GO-NRn-2Rn-3, 

-R n ,i-X n - where\X N is-CO-, where R N .i is R N -aryi or RN-heteroaryi where RN-aryi is 

phenyl substituted with one Ci alkyl where the substitution on the phenyl is 1,3,5-, and 

where RN-aryi or RN-heteroaryi Ve substituted with one -CO-NRn-2Rn-3, or 

-R N .i-X N - where X N rs -CO-, where R N .i is R N -heteroaryi where R N -heteroaryi is 

substituted with one -CO-NR^Rno- 



mW, 



92. A method of treatment according to claim wherein Rn-2 and Rn-3 are the same 
and are C3 alkyl. 



dmVl, 



claim 9*1, wherein Rn-i-Xn- where Xn is -CO-, 
substituted with one -CO-NRn-2Rn-3 where 



93. A method of treatment accord 
where Rn-i is RN-aryi where RN-aryi jfs phel 
the substitution on phenyl is 1,3-. 



94. A method of treatment according to claim 91, wherein Rn-i-Xn- where Xn is-CO-, 
where Rn-i is RN-aryi where RN-aryi is phenyl substituted with one Ci alkyl and with one - 
CO-NRn-2Rn-3 where the substitution on the phenyl is 1,3,5-. 




95. A method of treatment according to claim 94, ^herein Xn is -CO- , or -SO2-. 

96. A method of treatment according to claim 95, wherein Xn is -CO 
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97. A method of treatment according to claim 64 where the pharmaceutical^ acceptable 
salt is selected from the group consisting of salts of the following acids: acetic, aspartic, 
benzenesVlfonic, benzoic, bicarbonic, bisulfuric, bitartaric, butyric, calcium edetate, 
camsylic, carbonic, chlorobenzoic, citric, edetic, edisylic, estolic, esyl, esylic, formic, 
fumaric, glucteptic, gluconic, glutamic, glycollylarsanilic, hexamic, hexylresorcinoic, 
hydrabamic, hydrobromic, hydrochloric, hydroiodic, hydroxynaphthoic, isethionic, lactic, 
lactobionic, malerc, malic, malonic, mandelic, methanesulfonic, methylnitric, 
methylsulfuric, mucic, muconic, napsylic, nitric, oxalic, p-nitromethanesulfonic, pamoic, 
pantothenic, phosphoric, monohydrogen phosphoric, dihydrogen phosphoric, phthalic, 
polygalactouronic, propionic, salicylic, stearic, succinic, succinic, sulfamic, sulfanilic, 
sulfonic, sulfuric, tannic, V 1 *^ 0 * teoclic and toluenesulfonic. 



98. A method of treatment according to claim 36 or 64 where the disubstituted amine is 
selected from the group consisting of: 

6-({[[(2S,3S)-4-(3,5-difl\iorophenyl)-3-( 
[(dipropylamino)carbonyl]benzo)oJamino)-2- 



} / amino)hexanoic acid, 

3- {ethyl[(isobutylamino)carbonyl]amino} -2- 
amide, 

)(efltyl)amino]- 1 -(3 ,5-difluorobenzyl)-2- 



hydroxybutyl](ethyl)amino]carbon; 

N^(lS,2SH^3,5-difluorolj< 
hydroxypropyl)-N 3 ,N 3 -dipropylisop 

N^(lS,2S)-3-[(butylsulfon; 
hydroxypropylJ-S-methyl-^^-dipropylis^ophthalamide, 

N 1 -((1 S,2R)-1 -(3,5-difluorobenzyl) -2\hydroxy-3- {(2S)-2- 
[(isobutylamino)carbonyl]piperidinyl}propyl)-^-methyl-N 3 ,N 3 -dipropylisophthalamide, 

N 1 -[( 1 S,2R)- 1 -(3,5-difluorobenzyl)-2-hyVoxy-3-(4-methyl- 1 - 
piperazinyl)propyl]-5-methyl-N 3 ,N 3 -dipropylisopnlhalamide„ 

N 1 -{(lS,2R)-l-(3,5-difluorobenzyl)-2-hydroVy-3-[[2-(isobutylami^^^ 
oxoethyl](methyl)amino]propyl}-5-methyl-N 3 ,N 3 -dip\opylisophthalamide, 

N 1 - {( 1 S,2R)- 1 -(3,5-difluorobenzyl)-2-hydroxy-V[[( 1 S)-2-(isobutylamino)- 1 - 
methyl-2-oxoethyl](methyl)amino]propyl}-5-methyl-N 3 ,N 3 -dipropylisophthalamide, 

N 1 -[(lS 5 2R)-l-benzyl-2-hydroxy-3Kl,3-thiazolidi^3-yl)p^^^ 
dipropylisophthalamide, and 
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{( 1 S ,2R)- 1 -benzy 1-3 - [4-(4-fluoropheny 1)- 1 -piperaziny 1] -2-hydroxypropy 1} - 



N 3 ,N 3 -dipr^ylisophthalamide. 



99. A method for inhabiting beta-secretase activity, comprising exposing said beta- 
secretase to an effective Inhibitory amount of a compound according to clain^. 



n said beta-secretase is exposed to said compound 




100. The method of claim 99, \v 
in vitro. 



101. The method of claim ^9, wherein said bet^-secretase is exposed to said compound 
in a cell. 

102. The method of claim lM, wherein said cell is in an\nimal. 



103. The method of claim 102, wherein said animal is a human 



104. A method for inhibiting t\eta-secretase activity, comprising exposing said beta- 
secretase to an effective inhibitory amount of a compound according to claim^S. 

105. The method of claim\U)4, wherer^ said beta-secretase is exposed to said compound 
in vitro. 



J 



106. The method of claim W4, wherein said bek^-secretase is exposed to said compound 
in a cell. 

\< 

107. The method of claim U06, wherein said cell is in ah animal. 



108. The method of claim \ll)7, wherein said animal is a humhn. 



109. The method of claims"99 or lOi^CWherein the compound is selected from the group 
consisting of: | K 
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6-({[K2S 5 3S)-4-(3,5-difluorophenyl)-3-({3- 
[(dipropylaminotearbony l]benzoyl } amino)-2- 
hydroxybutyl](ethyi)amino]carbonyl} amino)hexanoic acid, 

N 1 -((lS ? 2S)-l-^-difluorobenzyl)-3-{ethyl[(isobutylamino)carbo 
hydroxypropyl)-N 3 ,N 3 -diprtoylisophthalamide, 

N4(lS,2S)0-[(butyl^ 
hydroxypropyl]-5-methyl-N 3 ,N 3 -^ipropylisophthalamide, 

N 1 -((lS 5 2R)-l-(3,5-difluoroVnzyl)-2-hydroxy-3-{(2S)-2- 
[(isobutylamino)carbonyl]piperidinyl}^ 

N 1 -[( 1 S,2R)- 1 -(3 5 5-difluorobeTl^-2-hydroxy-3 -(4-methyl- 1 - 
piperazinyl)propyl]-5-methyl-N 3 ,N 3 -dipropwsophthalamide„ 

N 1 - {( 1 S,2R)- 1 -(3,5 -difluorobenzyl)-2-Wdroxy-3-[[2-(isobutylam 
oxoethyl] (methyl)amino]propyl} -5 -methyl-N 3 5 N 3 ^ipropylisophthalamide, 

N 1 - {( 1 S,2R)- 1 -(3,5-difluo^^ 
methyl-2-oxoethyl](methyl)amino]propyl^ 

N^(lS,2R)-l-benzyl-2-hydroxy-3-(l,3^^^ 
dipropylisophthalamide, and \ 

N 1 - {( 1 S,2R)- 1 -benzyl-3- [4-(4-fluorophenyl)- 1 -piperazinvl]-2-hydroxypropyl} - 
N 3 ,N 3 -dipropylisophthalamide. 



110. A method for inhibiting cleavage of amyloid precursor protein (APP), in a reaction 
mixture, at a site between Met596 and Asp597, numbered for the APP-695 amino acid 
isotype; or at a corresponding snse of an isotype or mutant thereof, comprising exposing 
said reaction mixture to an effective inhibitory amount of a compound according to claim 
1. \ 



111. The method of claim 110, wherein said cleavage site is between Met652 and 
Asp653, numbered for the APP-751 isotypec between Met 671 and Asp 672, numbered 
for the APP-770 isotype; between Leu596 arid Asp597 of the APP-695 Swedish 
Mutation; between Leu652 and Asp653 of the APP-751 Swedish Mutation; or between 
Leu671 and Asp672 of the APP-770 Swedish Mutation. 
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112. The methodVof claim , wherein said reaction mixture is exposed in vitro. 

113. The method of\laim \lb, wherein said reaction mixture is exposed in a cell. 



114. The method of clai 



wherein said cell is an animal cell. 



115. The method of claim Vl>4, wherein said cell is a human cell. 



116. A method for inhibiting\cleavage of amyloid precursor protein (APP), in a reaction 
mixture, at a site between Met596 and Asp597, numbered for the APP-695 amino acid 
isotype; or at a corresponding si\e of an isotype or mutant thereof, comprising exposing 
said reaction mixture to an effecttj/e inhibitory amount of a compound according to claim 
>5. 



117. The method of claim It 6, wherein said cleavage site is between Met652 and 
Asp653, numbered for the APP-751 isotype; between Met 671 and Asp 672, numbered 
for the APP-770 isotype; between Leu596 and Asp597 of the APP-695 Swedish 
Mutation; between Leu652 and Asp653\of the APP-751 Swedish Mutation; or between 
Leu671 and Asp672 of the APP-770 Sweflish Mutation. 



118. The method of claim 116, wherein sain reaction mixture is exposed in vitro. 



119. The method of claimVl6, wherein said reaction mixture is exposed in a cell. 



120. The method of claim H8, wherein said ceil is an animal cell. 



121. The method of claim 1^0, wherein said cell is a human cell. 
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122. A metho&for inhibiting production of amyloid beta peptide (A beta) in a cell, 
comprising administering to said cell an effective inhibitory amount of a compound 
according to claim 1. 



123. The method of claim 122^wherein said administering is to an animal. 



124. The method of claim 123, whereihsaid administering is to a human. 



125. A method for inhabiting production of amyloid beta peptide (A beta) in a cell, 
comprising adminis 
according to claim 



comprising administeringsjo said cell an effective inhibitory amount of a compound 




126. The method of claim 125, wherein said administering is to an animal. 



127. The method of claim 126, wheyeft: said administering is to a human. 



128. A method for inhibiting the production, of beta- amyloid plaque in an animal, 

comprising administering to said animal an effective inhibitory amount of a compound 

\/ 

according to claim 1 . 



129. The method of claim 128, wherein said animal i\a human. 



130. A method for inhibiting the production of beta-amyloid plaque in an animal, 
comprising administering to s^id animal an effective inhibitory amount of a compound 
according to claim 15. 

\ 

131. The method of claim 130, wherein said animal is a human. 



132. A method for treating or preventing a disease characterized by beta-amyloid 
deposits in the brain comprising administering to a patient an effective therapeutic 
amount of a compound according to claim IN 
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133. The method of claim 132, wherein said therapeutic amount is in the range of from 
about 0.1 ib^bout 1000 mg/day. 

134. The method oix^laim 132, wherein said therapeutic amount is in the range of from 
about 15 to about 1500 mg/day. 

135. The method of claim 133, wherein said therapeutic amount is in the range of from 
about 1 to about 100 mg/day. \ 

136. The method of claim 135, wherein saiH^therapeutic amount is in the range of from 
about 5 to about 50 mg/day. \ 

137. The method of claim 13 s 3, wherein said diseased Alzheimer's disease. 

138. The method of claim wherein said disease is MilcKCognitive Impairment, 
Down's Syndrome, or Hereditary Cerebral Hemmorrhage with Amyloidosis of the Dutch 
Type. \ v 



139. A method for treating orWeventing a disease characterized by beta-amyloid 

deposits in the brain comprising administering to a patient an effective therapeutic 

\ \ 

amount of a compound according to claim h5. 



140. The method of claim 139, wherein said therapeutic amount is in the range of from 
about 0.1 to about 1000 mg/day. 

141. The method of claim 139, wherein 'saffl therapeutic amount is in the range of from 
about 15 to about 1500 mg/day. 



iim\o, 



142. The method of claim 1^0, wherein said therapeutic amount is in the range of from 
about 1 to about 100 mg/day. 
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143. The method of cl^im\^2 ? wherein said therapeutic amount is in the range of from 
about 5 to about 50 mg/da$ 

I 7 f V 



145. The method of claim f^9, wherein said disease is Mild Cognitive Impairment, 
Down ? s Syndrome, or Hereditary Cerebral He^nmorrhage with Amyloidosis of the Dutch 
Type. 



?5 



146. A composition comprising beta-secretase complexed with a compound according to 
claim Y. \ 



Ire? 

in 

& — -te- 



147. A composition comprising beta-secretase o&pplexed with a compound according to 



claimYs 



W 

3 



148. A method for producing a aeta-secretase complex comprising: exposing beta- 
secretase to a compound accordinkto claim\ or a pharmaceutically acceptable salt 
thereof in a reaction mixture under conditions suitable for the production of said 
complex. 

149. The method of claim 148, where said^xposing is in vitro. 



\ 



150. The method of claim 14£, wherein said reaction mixture is a cell. 



151. A method for producing a beta-secretase complex comprising: exposing beta- 
secretase to a compound accordin\to.claim\^, or a pharmaceutically acceptable salt 




itions suitable for the production of said 



thereof in a reaction mixture under 
complex. 



152. The method of claim 15J, where said exposing is in vitro. 
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153. The method of claim 152, wherein said reaction mixture is a cell. 



154. A kit comprising comtonent parts capable of beingvassembled, wherein at least one 
component part comprises a compound according to claim\, enclosed in a container. 



155. The kit of claim 1§4, wherein saWo 
component part comprises a diluent. 



ipound is lyophilized and at least one further 



156. A kit comprising component parts capable^ of being assembled, wherein at least one 
component part comprises a compound according) claim^, enclosed in a container. 

157. The kit of claim T56, wherein said compound istyophilized and at least one further 
component part comprises a diluent. 



158. A kit comprising a plurality of containers, each container comprising one, or more 
unit dose of a compound accord^ to claim^ 

\ \ 

J 159. The kit of claim 15$, wherein each container is adapted for oral delivery and 
^ I comprises a tablet, gel, or capsule. 

160. The kit of claim 158, wherein each con^iner is adapted for parenternal delivery and 
comprises a depot product, syringe, ampoule, orwial. 



161. The kit of claim 1 5§, wherein each container is\dapted for topical delivery and 
comprises a patch, medipad, ointment, or cream. 



162. A kit comprising a plurality onopntainers, each container comprising one or more 
unit dose of a compound according tfi^aimV. 
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163. The kit\f claim 16^, wherein each container is adapted for oral delivery and 
comprises a tablet gel, or capsule. 



164. The kit of claim 16&, wherein each container is adapted for parenternal delivery and 
comprises a depot product, springe, ampoule, or vial. 



165. The kit of claim 162, wherem each container is adapted for topical delivery and 
comprises a patch, medipad, ointment, or cream. 



166. A kit comprising a compound acc<^xpig to claim \ ;and 

one or more therapeutic agent sefledted from the group consisting of an 
antioxidant, an anti-inflamatory, a gamma secretase inhibitor, a neurotrophic agent, an 
acetylcholinesterase inhibitor, a statin, an A beta peptide, and an anti-A beta antibody. 



167. A kit comprising a compound according to clami jn^; and 

one or more therapeutic agent selected from tnte group consisting of an 
antioxidant, an anti-inflamatory, a gamma secretase inhibitor, a neurotrophic agent, an 
acetylcholinesterase inhibitor, a statin, an A beta peptide, Nand an anti-A beta antibody. 



168. A composition comprising a conjpound according to claim ^ and an inert diluent or 
edible carrier. 



169. The composition of claim 168, whereif^said carrier is an oil 




170. A composition comprising a compound according to claim\l; and an inert diluent or 
edible carrier. 

171 . The composition of claim 1^0, wherein said carrier iss^n oil 



172. A composition comprisinjX^compound according 
excipient, disintegrating agent, hjfepcant, or gildant. 

\ 



to claim^i ; 



and a binder, 
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173. A composition comprising a compound according to claim r§; and a binder, 
excipient, disintegrating agenK lubricant, or gildant. 



1 74. A composition comprising a cox 
ointment, or patch. 



Dund according to claim Indisposed in a cream, 



175. A composition comprising a compound according to claim 15 disposed in a cream, 
ointment, or patch. 
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